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571 ABSTRACT

N-[2-(Substituted amido)phenyl]-N’,N’’-bis-carbonyl-
guanidines bearing an optionally substituted phenoxy,
phenylthio, phenylsulfinyl or phenylsulfonyl group In
the 4- or 5-position of the 2-(substituted amido)-phenyl
group are anthelmintic agents. The compounds, of
which  N-(2-acetamido-4-phenylthiophenyl)-N' /N*’-
bis-carbomethoxyguanidine is a typical example, are
prepared through the reaction of isothiourea-S-alkyl
ether and an appropriately substituted 2-aminoanilide.
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SUBSTITUTED PHENYLGUANIDINES AND
PROCESSES FOR THEIR PREPARATION AND USE

CROSS-REFERENCE

This is a division of Ser. No. 572,224 filed Apr. 28,
1975 now U.S. Pat. No. 3,993,682,

DETAILED DESCRIPTION

The present invention pertains to substituted phenyl-
quanidines, to methods for their preparation and use as
anthelmintics, and to compositions thereof useful in
such use.

Various N-formyl- and N-alkanamido-N’,N’’-bis(-
carbalkoxy)quanidines are described in German Offen-
legungschrift No. 2,117,293 as having anthelmintic
properties. The effect of these properties however is
relatively weak.

The present invention pertains to anthelmintic phe-

nyl-guanidines of the formula:
Rﬂ
X NHR
R? NHR!

wherein e |
X is oxygen, sulfur, sulfinyl or sulfonyl;
one of R and R! is —COR?®* and the other is

NCOOR?®*

2

NHCOR®

in which
R* is hydrogen or an unsubstituted or substituted
alkyl, cycloalkyl, alkoxy, aryl or amino group;
R® is an unsubstituted or substituted alkyl, alkenyl or
alkynyl group; and
R¢ is hydrogen or an unsubstituted or substituted
alkyl, cycloalkyl, alkenyl, alkynyl, aryl, alkoxy,
alkenyloxy or alkynyloxy group; and
each of R? and R? independent of the other is hydro-
gen, halogeno, cyano, or an unsubstituted or substi-
tuted alkyl, alkoxy, alkylthio, halogenoalkyl, amino
or carbalkoxy group.
The foregoing guanidines can be depicted in several
tautomeric forms, as shown below for the guanidine
moiety only:

NCOORS? | - NHCOORS?
NH—C—NHCOR®  —— NH=—C=NCOR

N

NHCOOR?

|
—N=C=-NHCOR?

While for consistency and conciseness the structural
formulas have been shown in only one of the foregoing
ways, it will be appreciated that the actual compounds
are inclusive of all tautomeric forms. |

In the present context, the optionally-substituted

alkyl groups embraced by R?, R3, R% R5 and R® are
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2

straight- or branched hydrocarbon chains containing
from 1 to 6, especially from 1 to 4, carbon atoms, as for
example methyl, ethyl, n- and i-propyl, and n-, i- and
t-butyl groups. |

Alkenyl groups embraced by R*® and R® will be
straight- or branched chained and contain from 2 to 6,
especially 2 to 4, carbon atoms. Ethenyl, propenyl-(1),
propenyl-(2) and butenyl-(3) can be mentioned as
examples. |

Alkynyl groups embraced by R® and R® will be
straight- or branched chained and contain from 2 to 6,
especially from 2 to 4, carbon atoms. Ethynyl, propy-
nyl-(1), propynyl-(2) and butynyl-(3) are typical.

Alkoxy groups embraced by R? R? R* and R° are
straight- or branched chained with from 1 to 6, espe-
cially from 1 to 4, carbon atoms. Methoxy, ethoxy, n-
and i-propoxy and n-, i- and t-butoxy may be men-
tioned as examples.

Alkylthio groups embraced by R? and R® are straight-
or branched chained with from 1 to 6, especially from
1 to 4, carbon atoms. Methylthio, ehtylthio, n- and
i-propylthio and n-, - and t-butylthio, may be men-
tioned as examples.

Alkanoyl groups embraced by R? and R* alone or in
combination as in alkanoylamino, contain from 1 to 6,
especially 2 to 4, carbon atoms. Formyl, acetyl, propio-
nyl, n-butyryl and i-butyryl can be mentioned as exam-
ples of alkanoyl.

Carbalkoxy groups embraced by R? and R? can be
straight or branched chained with from 2 to 7, espe-
cially 2 to 5, carbon atoms. Carbomethoxy, carbe-
thoxy, carbo-n- and i-propoxy and carbo-n-, -1- and
-t-butoxy can be mentioned as examples.

The halogenoalkyl groups embraced by R? and R?
contain from 1 to 4, especially 1 or 2, carbon atoms and
preferably from 1 to 5, especially 1 to 3, identical or
different halogen atoms, the halogen atoms being fluo-
rine, chlorine and bromine, especially fluorine and
chlorine. Perhalogenated alkyl groups are preferred.
Trifluormethyl, chlorodifluoromethyl, bromomethyl,

2,2,2-trifluoroethyl and pentafluoroethyl can be men-
tioned as examples.

Halogeno embraced by R? and R® is fluoro, chiloro,
bromo or 10do, especially fluoro, chloro and bromo.

Aryl groups embraced by R* and R® contain from 6 to
10 carbon atoms in the aromatic ring system. Optional-
ly-substituted phenyl and naphthyl can be mentioned as
examples.

Aralkyl groups embraced by R* and R® are optional-
ly-substituted in the aryl part of alkyl part with 6 to 10,
preferably 6, carbon atoms in the aryl part of from 1 to
4, espectally 1 or 2, carbon atoms in the alkyl part. The
alkyl part can be straight- or branched chained. Op-
tionally-substituted benzyl and phenylethyl are typical.

Cycloalkyl groups embraced by R* and R® are mono-
cyclic, bicyclic or tricyclic cycloalkyl groups with from

-3 to 10, especially 3 to 6, carbon atoms. Cyclopropyl,

cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, bicy-
cio[2.2.1]-heptyl, bicyclo[2.2.2]octyl and adamantyl
are examples.

Alkenyloxy groups embraced by R® are straight- or
branched chained from 2 to 6, especially 2 to 4, carbon
atoms. Ethenyloxy, propenyl-(1)-oxy, propenyl-(2)-
oxy and butenyl-(3)-oxy are examples.

Alkynyloxy groups embraced by R® are straight- or
branched chained with from 2 to 6, especially 2 to 4,
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carbon atoms. Ethynyloxy, propynyl-(1)-oxy. propy-
nyl-(2)-oxy and butynyl-(3)-oxy are examples.

The foregoing groups embraced by R?, R? R* R®and
R® other than hydrogen and halogeno, can in turn be
optionally substituted as for example by acyl with 2 to
4 carbon atoms, carbalkoxy groups with 2 to 4 carbon
atoms, alkoxyalkyl groups with 1 to 4 carbon atoms In
the alkoxy part and 1 to 4 carbon atoms in the alkyl
part, and aralkyl groups with 1 to 4 carbon atoms in the
alkyl part and 6 carbon atoms in the aryl part.

Particularly preferred compounds are those in which

R? and R? are each independently hydrogen, methyl,
ethyl, n-butyl, methoxy or ethoxy, fluoro, chloro,
bromo, cyano, methylmercapto, trifluoromethyl,
acetyl, propionyl, acetylamino or carbmethox-
yamino;

R* is methyl, ethyl, propyl, n-butyl, i-butyl, n-pentyl,
n-hexyl, cyclopentyl, cyclohexyl, phenyl, benzyl,
methoxymethyl, methoxy, ethoxy, phenoxymethyl,
methylamino, ethylamino, n-butylamino,
cyanopentylamino or 8-methoxyethylamino;

R3 is methyl, ethyl, i-propyl, sec.-butyl, propenyl-(2)
or propinyl; and

R®¢ is methyl, ethyl, propyl, isopropyl, n-amyl, iso-

10

15

n- 20

amyl, n-butyl, cyclohexyl, benzyl, methoxymethyl, 25

phenoxymethyl, allyl, crotyl, methallyl, methoxy,

ethoxy, i-propoxy, sec.-butoxy, propenyl-(2)-oxy,

propynyl-(2)-oxy, or 2-methyl-propenyl-(2)-oxy.
The compounds are prepared by a process which

comprises (a.) reacting a compound of the formula:
R2
X
, NHCOR*
NH,

wherein R2, R3 and R* are as defined above,
with an isothiourea-S-alkyl ether of the formula:

I’ﬁ""COOR‘
alkyl==S==C=—NHCOR®*

in the presence of an acid and in an inert organic sol-
vent, or (b.) treating a compound of the formula:

R3
X NHR

R? NHR!

wherein R, R!, R? and R? are as defined above and X is

sulfur with an oxidizing agent to yield the correspond- 60

ing compound wherein X is sulfinyl or sulfonyl.

The first of the foregoing two reactions is generally
conducted in an inert organic solvent, generally a polar
solvent such as an alcohol, as for example methanol,
ethanol or isopropanol, a ketone such as acetone or
methylethyl ketone, an alkanoic acid such as acetic
acid, an ether such as ethyl ether and tetrahydrofuran.
The medium may be aqueous, utilizing one of the fore-
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4

going water-miscible solvents in combination with wa-
ter. The reaction is carried out at a temperature of from
0° to 120° C, preferably from 30° to 100° C, preferably
at the boiling point of the solvent, in the presence of an
organic or inorganic acid such as hydrochloric acid,
sulfuric acid, nitric acid, formic acid, acetic acid, p-tol-
uenesulfonic acid, and the like. Equimolar amounts of
reactants are generally employed although this can
vary by about = 20% without significant effect on the
yield. An alkylmercaptan is formed as a by-product and
the desired product is obtained by cooling the reaction
mixture and collecting the solid which can be purified
if desired by conventional techniques such as recrystal-
lizatton.

In the foregoing second reaction, a compound of the
present invention wherein X is sulfur is treated with
one molar equivalent of an oxidizing agent to yield the
corresponding compound where X is sulfinyl or with
two moles to yield the corresponding compound where
X is sulfonyl. The oxidizing agents include organic
peroxoacids, such as peracetic acid, performic acid,
perbenzoic acid, m-chlorobenzoic acid, monoperph-
thalic acid and the like; inorganic peroxides, such as
hydrogen perioxide; organic acids dissolved in water or
otherwise diluted; inorganic oxidation agents such as
chromic acid, nitric acid, potassium permanganate,
chlorine or bromine; halo oxy acids such as hypochlo-
rous acid, chlorous acid, chloric acid, perchloric acid,
tert.-butyl hypochlorite, methyl hypochlorite, tert.-
butylchromate and the like; or N-haloimides such as
N-chloro-succinimide and N-bromo-succinimide, N-
halo sulphonic acid amides or N-halo carboxylic acid
amides.

Reaction conditions are selected, in a manner known
to the art, so that oxidation potential is adjusted for the
production of either sulfoxides or sulfones.

Many of the thioureas used as starting materials In
the first reaction are known (see Olin and Dains, J.
Amer. Chem. Soc. 52, 3326 (1930) and U.S. Pat. No.
2,993,502) while athers can easily be obtained by
known processes. The thioureas are generally prepared
from known N-acylthioureas [see, e.g. “Berichte der
deutschen Chemischen Gesellschaft’, 6, 755 (1873);
Ann, Chim. (5) 11, 313 (1877); J. Amer. Chem. Soc.
62, 3274 (1940)], which are reacted with alkylating
agents such as alkyl halides, alkyl sulphates or alkyl
sulphonates to give the corresponding S-alkyl-N-acyl-
isothioureas [see, e.g. J. Org. Chem. 30, 560, (1965);
Chem. Pharm. Bull. (Tokyo), 9, 245, (1961)]. These
S-alkyl-N-acyl-isothioureas are then reacted with
halogenoformic acid esters or with pyrocarbonic acid
dialkyl esters [see, e.g. Ber. dtsch, chem. Ges. 71, 1797
(1938)] to give the S-alkyl-N-acyl-N'-alkoxycarbonyl-
isothioureas, which corresponds to the known substitu-
tion of S-alkyl-isothioureas with chloroformic acid
alkyl esters [see, e.g. J. Amer. Chem. Soc. 52, 3326
(1930)].

The following are typical isothioureas which can be
employed in accordance with the process of this inven-
tion;: N,N’-bis-methoxycarbonyl-S-methyl-isothiourea
(melting point 99°-100° C), N,N’-bis-ethoxycarbonyl-
S-methyl-isothiourea. (melting point 50°-31° C), N-
ethoxycarbonyl-N'-propionyl-S-methyl-isothiourea
(melting point 92°-94° C), N-methoxy-carbonyl-N'-
propionyl-S-methyl-isothiourea (melting point 97°-99°
C), N-methoxycarbonyl-N’-ethoxyacetyl-S-methyl-iso-
thiourea (melting point 69°-70° C), N-methoxycarbo-
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S
nyl-N'-cyclohexylcarbonyl-S-methyl-isothiourea (m.p.
67°-68° C), N-methoxycarbonyl-N'-phenylacetyl-S-
methyl-1sothiourea (m.p. 55°-56° C), N-ethoxycarbo-
nyl-N’-benzoyl-S-methyl-isothiourea (m.p. 79°-80° C),
N-ethoxycarbonyl-N’-methoxycarbonyl-S-methyl-iso-
thiourea (m.p. 69° C), N-allyloxycarbonyl-N’-methox-
ycarbonyl-S-methyl-isothiourea, N-propinyloxycarbo-
nyl-N’'-methoxycarbonyl-S-methyl-isothiourea, N,N’-
bis-allyloxycarbonyl-S-methyl-isothiourea and N,N’-
bis-propinyloxcarbonyl-S-methyl-isothiourea.

Most of the 2-aminoanilide starting materials are
known. Those that are not previously known can be
readily prepared by methods analogous to those dis-
closed in the hterature. For example, a 2-nitroaniline
having the appropriate substituent in the 4- or 5-posi-
tion, e.g., phenoxy, phenylthio, phenyl-sulfinyl or
phenylsulfonyl, can be N-acylated with an acid chloride
of the formula R*COCL to yield the corresponding
2-nitro-4- or S-substituted anilide which is hydroge-
nated as with Raney nickel to yield the 2-amino-4- or
S-substituted anilide. The 2-nitroanilines having a phe-
nylsulfinyl or phenylsulfonyl group in the 4- or 5-posi-
tions can also be obtained from the corresponding
phenylthio compounds through controlled oxidation
analogous to that described above, e.g. using hydrogen
peroxide in acetic anhydride or perbenzoic acid In
dioxane or chloroform, to yield the sulfinyl compound,
or hydrogen peroxide in glacial acetic acid to yield the
sulfone. The 4- and 5-phenylsulfonyl-2-nitroanilines
can also be obtained by the reaction of a sodiumben-
zenesulfinate with a 4- or 5-chloro-2-nitroaniline as for
example dimethylformamide at about 140° C.

The following may be mentioned as examples of the
2-amino-anilides employed as starting matenals: 2-
amino-5-phenoxy-acetanilide, 2-amino-5-phenoxy-pro-
pionanilide, 2-amino-5-phenoxy-butyranilide, 2-amino-
S-phenoxy-iso-butyranilide, 2-amino-S-phenoxy-
valeranilide, 2-amino-5-phenoxy-iso-valeranilide, 2-
amino-5-phenoxy-caproanilide, 2-amino-5-phenoxy-
1so-carproanilide, 2-amino-5-phenoxy-cyclopen-
tanecarboxylic acid anilide, 2-amino-5-phenoxy-
cyclohexanecarboxylic acid anilide, 2-amino-3-
phenoxy-phenylacetantlide, 2-amino-5-phenoxy-
phenoxyacetanilide, 2-amino-5-phenoxy-benzanilide,
N-(2-amino-5-phenoxy-phenyl)-N’-methyl-urea, N-(2-
amino-5-phenoxy-phenyl)-N'-ethyl-urea, N-(2-amino-
S-phenoxy-phenyl)-N’-butyl-urea, N-(2-amino-5-
phenoxy-phenyl)-N’-w-cyanopentylurea, N-(2-amino-
5-phenoxy-phenyl)-N'-B8-methoxyethyl-urea. N-(2-
amino-5-phenoxy-phenyl)-N'-benzyl-urea, N-(2-
amino-5-phenoxy-phenyl)-N’-phenyl-urea, 2-amino-3-
(4-methyl-phenoxy)-propionanilide, 2-amino-5-(4-
methyl-phenoxy)-butyranilide, 2-amino-3-(4-methyl-
phenoxy)-acetanilide, 2-amino-5-(3-methyl-phenoxy)-
propionanilide, 2-amino-5-(3-methyl-phenoxy)-
butryanilide, 2-amino-5-(3-methyl-phenoxy)-acetani-
lide, 2-amino-5-(2-methyl-phenoxy)-propionanilide,
2-amino-5-(2-methyl-phenoxy)-butyranilide, 2-amino-
5-(2-methyl-phenoxy)-acetanilide, 2-amino-5-(4-
chloro-phenoxy)-propionanilide, 2-amino-5-(4-chloro-
phenoxy)-butyranilide, 2-amino-5-(4-chloro-phenox-
~y)-acetanilide, 2-amino-5-(3-chloro-phenoxy)-pro-
pionanilide, 2-amino-5-(3-chloro-phenoxy)-butyrani-
lide, 2-amino-5-(3-chloro-phenoxy)-acetanilide, 2-
amino-5-(2-chloro-phenoxy)-propionanilide, 2-amino-
5-(2-chloro-phenoxy)-butyranilide, 2-amino-5-(2-

chloro-phenoxy)-acetanilide, 2-amino-5-(4-methoxy-
phenoxy)-propionanilide,

2-amino-5-(4-methoxy-

10

15

20

25

30

35

40

45

50

335

60

65

‘caproantlide,

6

phenoxy)-butyranilide, 2-amino-3-(4-methoxy-
phenoxy-acetanilide, 2-amino-5-(3-methoxy-phenoxy-

propionanilide, 2-amino-5-(3-methoxy-phenoxy )-
butyranilide, 2-amino-5-(3-methoxy-phenoxy )-
acetanilide, 2-amino-5-(4-methylthio-phenoxy)-pro-
pionanilide, 2-amino-5-(4-methylthio-phenoxy )-
butyranilide, 2-amino-5-(4-methylthio-phenoxy)-
acetanilide, 2-amino-5-(3-methylthio-phenoxy)-pro-
pionanilide, 2-amino-5-( 3-methylthio-phenoxy)-
butyranilide, 2-amino-5-(3-methylthio-phenoxy)-

acetanilide, 2-amino-5-(4-cyano-phenoxy)-propionani-
lide, 2-amino-5-(4-cyano-phenoxy)-butyranilide, 2-
amino-5-(4-ayano-phenoxy)-acetanilide, 2-amino-5-
(3-cyano-phenoxy)-propionanilide, = 2-amino-5-(3-
cyanophenoxy)-butyranilide, 2-amino-5-(3-cyano-
phenoxy)-acetanilide, 2-amino-5-(4-acetyl-phenoxy)-
propionanilide, 2-amino-5-(4-acetyl-phenoxy)-
butyranilide, 2-amino-5-(4-acetyl-phenoxy)-acetani-
lide, 2-amino-5-(4-propionyl-phenoxy )-propionanilide,
2-amino-5-(4-propionyl-phenoxy)-butyranilide, 2-
amino-3-(4-propionyl-phenoxy)-acetanilide, 2-amino-
5-(4-acetylamino-phenoxy)-propionanilide, 2-amino-
5-(4-acetylamino-phenoxy)-butyranilide, 2-amino-5-
(4-acetylamino-phenoxy)-acetanilide, 2-amino-5-(4-
methoxycarbonylamino-phenoxy)-proplonanilide,  2-
amino-5-(4-methoxycarbonylamino-phenoxy)-

butyranilide,  2-amino-5-(4-methoxycarbonylamino-
phenoxy)-acetanilide, 2-amino-5-(4-methoxycarbonyl-
phenoxy)-propionanilide, 2-amino-5-(4-methoxycar-
bonyl-phenoxy)-butyranilide, 2-amino-5-(4-methox-
ycarbonyl-phenoxy)-acetanilide, 2-amino-5-(3,4-
dimethyl-phenoxy)-propionanilide,  2-amino-5-(3,4-
dimethyl-phenoxy)-butyranilide, 2-amino-5-(3,4,-
dimethyl-phenoxy)-acetanilide, 2-amino-5-(2-methyl-
4-chloro-phenoxy)-propionanilide, 2-amino-5-(2-
methyl-4-chloro-phenoxy)-butyranilide, 2-amino-3-(2-
methyl-4-chloro-phenoxy )-acetanilide, - 2-amino-3-(4-
ethyl-phenoxy)-propionanilide, = 2-amino-5-(4-ethyl-
phenoxy)-butyranilide, 2-amino-5-(4-ethyl-phenoxy)-

acetanilide, 2-amino-5-(3,4-dichloro-phenoxy)-pro-
pionanilide, 2-amino-5-(3,4-dichloro-phenoxy)-
butyranilide, 2-amino-5-(3,4-dichloro-phenoxy)-
acetanilide, 2-amino-5-(4-bromo-phenoxy)-pro-

pionanilide, 2-amino-5-(4-bromo-phenoxy)-butyrani-
lide, 2-amino-5-(4-bromophenoxy)-acetanilide, 2-
amino-5-(3,5-dimethyl-phenoxy)-propionanilide,  2-
amino-5-(dimethyl-phenoxy)butyranilide, 2-amino-5-
(3,5-diethyl-phenoxy)-acetanilide, 2-amino-5-(4-butyl-
phenoxy)-propionanilide, 2-amino-3-(4-butyl-phenox-
y)-butyranilide, 2-amino-5-(4-butyl-phenoxy)-acetani-
lide, 2-amino-5-(3-butyl-phenoxy)-propionaniiide, 2-
amino-5-(3-butyl-phenoxy)-butyranilide, 2-amino-5-
(3-butyl-phenoxy)-acetanilide, 2-amino-4-phenoxy-
acetanilide, 2-amino-4-phenoxy-propionanilide, 2-
amino-4-phenoxy-butyranilide, 2-amino-4-phenoxy-
iso-butyranilide, 2-amino-4-phenoxy-valeranilide, 2-
amino-4-phenoxy-iso-valeranilide, 2-amino-4-
phenoxy-caproanilide, 2-amino-4-phenoxy-iso-
2-amino-4-phenoxy-cyclopentanecar-
boxylic acid anilide, 2-amino-4-phenoxy-cyclohex-
anecarboxylic acid anilide, 2-amino-4-phenoxy-phenyi-

acetanilide, 2-amino-4-phenoxy-phenoxyacetanilide,
2-amino-4-phenoxy-benzanilide, N-(2-amino-4-
phenoxy-phenyl)-N’-methyl-urea, N-(2-amino-4-
phenoxy-phenyl)-N'-ethyl-urea, N-(2-amino-4-
phenoxy-phenyl)-N'-butyl-urea, N-(2-amino-4-

rhenoxy-phenyl)-  N’-w-cyanopentyl-urea,  N-(2-
amino-4-phenoxy-phenyl)-N’-B8-methoxyethyl-urea,
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N-(2-amino-4-phenoxy-phenyl)-N'-benzyl-urea, N-(2-
amino-4-phenoxy-phenyl)-N’-phenyl-urea, 2-amino-4-
(4-methyl-phenoxy)-propionanilide, 2-amino-4-(4-
methyl-phenoxy)-butyranilide, 2-amino-4-(4-methyl-
phenoxy)-acetanilide, 2-amino-4-(3-methyl-phenoxy)-
propionanilide, 2-amino-4-(3-methyl-phenoxy)-
butyranilide, 2-amino-4-(3-methyl-phenoxy)-acetani-
lide, 2-amino-4-(2-methyl-phenoxy)-propionanilide,
2-amino-4-(2-methyl-phenoxy)-butyranilide, 2-amino-
4-(2-methyl-phenoxy)-acetanilide, 2-amino-4-(4-
chloro-phenoxy)-propionanilide, 2-amino-4-(4-chloro-
phenoxy)-butyranilide, 2-amino-4-(4-chloro-phenox-
y)-acetanilide, 2-amino-4-(3-chloro-phenoxy)-pro-
pionanilide, 2-amino-4-(3-chloro-phenoxy)-butyrani-
lide, 2-amino-4-(3-chloro-phenoxy)-acetanilide, 2-
amino-4-(2-chlorophenoxy )-propionanilide, 2-amino-

4-(2-chloro-phenoxy)-butyranilide, 2-amino-4-
(2chloro-phenoxy)-acetanilide, 2-amino-4-(4-
methoxy-phenoxy)-propionanilide, 2-amino-4-(4-
methoxy-phenoxy)-butyranilide, 2-amino-4-(4-

2-amino-4-( 3-
2-amino-4-( 3-
2-amino-4-( 3-
2-amino-4-(4meth-

methoxy-phenoxy)-acetanilide,
methoxy-phenoxy)-propionanilide,
methoxy-phenoxy)-butyranilide,
methoxy-phenoxy)-acetanilide,
ylthio-phenoxy)-propionanilide, 2-amino-4-(4-meth-
ylthio-phenoxy)-butyranilide, 2-amino-4-(4-meth-
ylthio-phenoxy)-acetanilide, 2-amino-4-(3-methylthio-
phenoxy)-propionanilide, 2-amino-4-(3-methylthio-
phenoxy)-acetanilide, 2-amino-4-(4-cyano-phenoxy)-
propionanilide, 2-amino-4-(4-cyano-phenoxy)-
butyranilide, 2-amino-4-(4-cyano-phenoxy)-acetani-
hde, 2-amino-4-(3-cyano-phenoxy)-propionanilide,
2-amino-4-(3-cyano-phenoxy)-butyranilide, 2-amino-
4-(3-cyano-phenoxy)-acetanilide, 2-amino-4-(4-acet-
yl-phenoxy)-propionanilide, 2-amino-4-(4-acetyl-
phenoxy)-butyranilide, 2-amino-4-(4-acetyl-phenoxy)-

acetanilide,  2-amino-4-(4-propionyl-phenoxy)-pro-
pionanilide, 2-amino-4-(4-propionyl-phenoxy)- -
butyranilide, 2-amino-4-(4propionyl-phenoxy)-

acetanilide, 2-amino-4-(4-acetaylamino-phenoxy)-pro-
pionanilide, 2-amino-4-(4-acetylamino-phenoxy)-
butyranilide, 2-amino-4-(4-acetylamino-phenoxy)-
acetanilide, 2-amino-4-(4-methoxycarbonylamino-
phenoxy)-propionanilide, 2-amino-4(4-methoxycar-
bonylamino-phenoxy)-butyranilide, 2-amino-4-(4-
methoxycarbonylamino-phenoxy)-acetanilide, 2-
amino-4-(4-methoxycarbonyl-phenoxy)-propionani-

lide, 2-amino-4-(4-methoxycarbonyl-phenoxy)-
butyranilide, 2-amino-4-(4-methoxycarbonyl-phenox-
y)-acetanilide, 2-amino-4-(3,4-dimethyl-phenoxy)-
propionanilide,  2-amino-4-(3,4-dimethyl-phenoxy)-
butyranilide, 2-amino-4-(3,4-dimethyl-phenoxy)-
acetanilide, 2-amino-4-(2-methyl-4-chloro-phenoxy)-
propionanilide, 2-amino-4-(2-methyl-4-chloro-phenox-
y)-butyranilide, 2-amino-4-(2-methyl-4-chioro-
phenoxy)-acetanilide, 2-amino-4-(4-ethyl-phenoxy)-
propionanilide, 2-amino-4-(4-ethyl-phenoxy)-
butyranilide, 2-amino-4-(4-ethyl-phenoxy)-acetanilide,
2-amino-4-(3,4-dichloro-phenoxy)-propionanilide, 2-
amino-4-(3,4-dichloro-phenoxy)-butyranilide, 2-
amino-4-(3,4-dichloro-phenoxy)-acetanilide, 2-amino-
4-(4-bromo-phenoxy)-propionanilide, 2-amino-4-(4-
bromo-phenoxy)-butyranilide, 2-amino-4-(3,5-dimeth-
yl-phenoxy)-propionanilide, 2-amino-4-(3,5-dimethyl-
phenoxy)-butyranilide, 2-amino-4-(3,5-dimethyl-
phenoxy)-acetanilide, 2-amino-4-(4-butyl-phenoxy)-
propionanilide, 2-amino-4-(4-butyl-phenoxy)-
butyranilide,  2-amino-4-(4-butyl-phenoxy)-acetani-
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lide, 2-amino-4-(3-butyl-phenoxy)-propionanilide, 2-
amino-4-(3-butyl-phenoxy)-butyranilide, 2-amino-4-
(3-butylphenoxy)-acetanilide, 2-amino-5-phenylthio-
acetanilide, 2-amino-5-phenylthio-propionalide, 2-
amino-5-phenylthio-butyranilide, 2-amino-5-phe-
nythio-iso-butyranilide, 2-amino-5-phenylthio-
valeranilide, = 2-amino-5-phenylthio-iso-valeranilide,
2-amino-5-phenylthio-carproanilide, 2-amino-5-
phenylthioiso-caproanilide, 2-amino-S-phenylthio-
cyclopentanecarboxylic acid anilide, 2-amino-5-phe-
nylthio-phenylacetanlide, 2-amino-5-phenylthio-
phenoxyacetanilide,  2-amino-5-phenylthio-benzani-
lide,  N-(2-amino-5-phentylthio-phenyl)-N’-methyl-
urea, 2-amino-5-phenylthio-methoxyacetanilide, N-(2-
amino-5-phenylthio-phenyl)-N’-butyl-urea, (thio-
phenyl)-N'-butyl-urea), N-(2-amino-3-phenylthio-
phenyl)-N’'-w-cyanopentyl-urea, = N-(2-amino-5-phe-
nylthio-phenyl)-N’-8-methoxyethyl-urea, N-(2-amino-
5-phenylthio-phenyl)-N"N-(2-amino-35-phenylthio-

phenyl)-N'-phenyl-urea, 2-amino-5-(4-methyl-phenyl-
thio)-propionanilide, 2-amino-5-(4-methyl-phenylthi-
o)-butyranilide, 2-amino-5-(4-methyl-phenylthio)-

acetanilide, 2-amino-5-(3-methyl-phenylthio)-pro-
pionanilide, 2-amino-5-(3-methyl-phenyithio)-
butyranilide, 2-amino-5-( 3-methyl-phenylthio)-
acetanilide, 2-amino-5-(2-methyl-phenylthio)-pro-
pionanilide, 2-amino-5-( 2-methyl-phenylthio)-
butyranilide, 2-amino-5-(2-methyl-phenylthio)-
acetanilide, 2-amino-5-(4-chloro-penylthio)-pro-
pionanilide, 2-amino-5-(4-chloro-phenyithio)-
butyranihide, 2-amino-5-(4-chloro-phenylthio)-
acetanilide, 2-amino-5-(3-chloro-phenylthio)-pro-
pionanilide, 2-amino-5-(3-chloro-phenylthio)-
butyranilide, 2-amino-5-(3-chloro-phenylthio)-
acetanilide, 2-amino-5-chloro-phenylthio)-propionani-

lide, 2-amino-5-(2-chloro-phenylthio)-butyranilide,
2-amino-5-(2-chloro-phenylthio)-acetanilide, 2-amino-
3(4-methoxy-phenylthio)-propionanilide, 2-amino-5-
(4-methoxy-phenylthio)-butyranilide, 2-amino-5-(4-
methoxy-phenylthio)-acetanilide, 2-amino-5-(3-
methoxy-phenylthio)-propionanilide,  2-amino-5-(3-
methoxy-phenylthio)-butyranilide, 2-amino-3-(3-
methoxy-phenylthio)-acetanilide, 2-amino-5-(4-meth-
ylthio-phenylthio)-propionanilide, 2-amino-5-(4-meth-
ylthio-phenylthio)-butyranilide, 2-amino-5-(4-meth-
ylthio-phenylthio)-acetanilide, 2-amino-5-(3-meth-
ylthio-phenylthio)-propionanilide, 2-amino-5-(3-meth-
yl-thio-phenylthio)-butyranilide, 2-amino-5-(3-meth-
ylthio-phenylthio)acetanilide, @ 2-amino-5-(4-cyano-
phenylthio)-propionanilide, 2-amino-3-(4-cyano-
phenylthio)-butyranilide, 2-amino-3-(4-(cyano-
phenylthio)-acetanilide, 2-amino-5-(3-cyanophenylthi-
o)-propionanilide, 2-amino-5-(3-cyano-phenylthio)-
butyranilide, 2-amino-5-(3-cyano-phenylthio )-acetani-
lide, 2-amino-5-(4-acetyl-phenylthio)-propionanilide,
2-amino-5-(4acetyl-phenylthio )-butyranilide, 2-amino-
5-(4-acetyl-phenylthio)-acetanilide, 2-amino-5-(4-pro-
pionyl-phenylthio)-propionanilide, 2-amino-5-(4-pro-
pionyl-phenthylthio)-butyranilide, 2-amino-5-(4-pro-
pionyl-phenylthio)-acetanilide, 2-amino-5-(4-
acetylamino-phenylthio)-propionanilide, 2-amino-5-
(4-acetyl-amino-phenylthio)-butyranilide, 2-amino-5-
(4-acetylamino-phenylthio)-acetanilide, 2-amino-5-(4-
methoxycarbonylamino-phenylthio)-propionanilide,
2-amino-5-(4-methoxycarbonylamino-phenylthio)-
butyranilide, 2-amino-5-(4-methoxycarbonylamino-
phenylthio)-acetanilide, = 2-amino-5-(4-methoxycar-
2-amino-5-(4-

bonylphenylthio)-propionanilide,
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fnethoxyéarbbnyl#phenylthio)-butyranilide, 2-amino-5- acetanilide, 2—amino-4-(3-methylthio-phenylthio)-pro-

(4-methoxycarbonyl-phenylthio)-acetanilide, 2-amino-
5-(3,4-dimethyl-phenylthio)-propionanilide, 2-amino-

5-(3,4-dimethyl-phenylthio)-butyranilide, 2-amino-5-
2-amino-5-( 2-

(3,4-dimethyl-phenylthio)-acetanilide,
methyl-4-chloro-phenylthio)-propionanilide, 2-amino-
5-(2-methyl-4-chloro-phenylthio)-butyranilide, 2-
amino-5-(2-methyl-4-chloro-phenylthio)-acetanilide,

2-amino-5-(4-ethyl-phenylthio )-propionanilide, 2-
amino-5-(4-ethyl-phenylthio)-butyranilide, 2-amino-5-
(4-ethyl-phenylthio)-acetanilide, 2-amino-5-(3,4-
dichloro-phenylthio)-propionanilide, 2-amino-5-(3,4-
dichloro-phenylthio )-butyranilide, 2-amino-5-(3,4-
dichlorophenylthio)-acetanilide, 2-amino-5-(4-bromo-
phenylthio)-propionanilide, 2-amino-5-(4-bromo-
phenylthio)-butyranilide, Z-amino-5-(4-bromo-phenyl-
thio)-acetanilide, 2-amino-5-(3,5-dimethyl-phenylthi-
o)-propionanilide, 2-amino-5-(3,5-dimethylphenylthi-
o)-butyranilide, 2-amino-5-(3,5-dimethyl-phenylthio)-
acetanilide, 2-amino-5-(4-butyl-phenylthio)-pro-
pionanilide, 2-amino-5-(4-butyl-phenylthio)-butyrani-
hde, 2-amino-5-(4-butyl-phenylthio)-acetanilide, 2-
amino-5-(3-butyl-phenylthio)-propionanilide, - 2-
amino-5-(3-butyl-phenylthio )-butyranilide, 2-amino-5-
(3-butyl-phenylthio)-acetanilide, 2-amino-4-phe-
nylthio-acetanilide, 2-amino-4-phenylthio-propionani-
lide, 2-amino-4-phenylthio-butyranilide, 2-amino-4-
phenylthio-iso-butyranilide, 2-amino-4-phenylthio-
valeranilide,  2-amino-4-phenylthio-iso-valeranilide,
2-amino-4-phenylthio-caproanilide,  2-amino-4-phe-
nylthio-iso-caproanilide, 2-amino-4-phenylthio-
cyclopentanecarboxylic acid anilide, 2-amino-4-phe-
nylthio-cyclohexane-carboxylic acid anilide, 2-amino-
4-phenylthio-phenylacetanilide, 2-amino-4-phenylthio-
phenoxyacetanilide, 2-amino-4-phenylthio-benzani-
lide, N-(2-amino-4-phenyithio-phenyl)-N'-methyl-
urea, N-(2-amino-4-phenylthio-phenyl)-N’-ethyl-urea,
N-(2-amino-4-phenylthio-phenyl)-N'-butyl-urea, N-(2-
amino-4-phenylthio-phenyl)-N'-w-cyanopentyl-urea,

N-(2-amino-4-phenylthio-phenyl)-N’-8-methoxyethyl-

urea, N-(2-amino-4-phenylthiophenyl)-N’-benzyl-
urea,  N-(2-amino-4-phenylthio-phenyl)-N'-phenyl-
urea, 2-amino-4-(4-methyl-phenylthio)-propionani-
lide, 2-amino-4-(4-methyl-phenylthio)-butyranilide,
2-amino-4-(4-methyl-phenylthio)-acetanilide, - 2-
amino-4-( 3-methyl-phenylthio)-propionanilide, 2-

amino-4-(3-methyl-phenylthio)-butyranilide, 2-amino-
4-(3-methyl-phenylthio)-acetanilide,  2-amino-4-(2-
methyl-phenylthio)-propionanilide, ‘2-amino-4-( 2-
methyl-phenylthio)-butyranilide, 2-amino-4-(2-meth-
yl-phenylthio)-acetanilide, 2-amino-4-(4-chloro-
phenylthio)-propionantlide, 2-amino-4-(4-chloro-
phenylthio)-butyranilide, 2-amino-4-(4-chloro-phenyl-
thio)-acetanilide, 2-amino-4-(3-chloro-phenylthio)-

propionanilide, 2-amino-4-( 3-chloro-phenylthio)-
butyrantlide, 2-amino-4-(3-chloro-phenylthio)-
acetanilide, 2-amino-4-(2-chloro-phenylthio )-pro-
pionanilide, 2-amino-4-(2-chloro-phenylthio)-
butyranilide, 2-amino-4-(2-chioro-phenylthio)-
acetanilide, 2-amino-4-(4-methoxy-phenylthio)-pro-
pionanilide, 2-amino-4-(4-methoxy-phenylithio)-
butyranilide, 2-amino-4-(4-methoxy-phenylthio)-
acetanilide, 2-amino-4-(3-methoxy-phenylthio)-pro-
pionanilide, 2-amino-4-(3-methoxy-phenylthio)-
butyranilide, 2-amino-4-(3-methoxy-phenylithio)-

acetanilide, 2-amino-4-(4-methylthio-phenylthio)-pro-
pionanilide, 2-amino-4-(4-methylthio-phenylthio)-
butyranilide, 2-amino-4-(4-methyithio-phenylthio)-
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pionanilide, 2-amino-4-(3-methylthio-phenylthio)-
butyranilide, = 2-amino-4-(3-methylthio-phenyithio)-
acetanilide, 2-amino-4-(4-cyano-phenylthio)-pro-

pionanilide, 2-amino-4(4cyano-phenylthio)-butyrani-
lide, 2-amino-4-(4-cyano-phenylthio)-acetanilide, 2-
amino-4-( 3-cyano-phenylthio )-propionanilide, 2-
amino-4-( 3-cyano-phenylthio)-butyranilide, 2-amino-
4-(3-cyano-phenylthio)-acetanilide, 2-amino-4-(4-
acetyl-phenylthio)-propionanilide, 2-amino-4-(4-acet-
yl-phenylthio)-butyranilide, 2-amino-4-(4-acetyl-
phenylthio)-acetanilide, 2-amino-4-(4-propionyl-
phenylthio)-propionanilide, 2-amino-4-(4-propionyl-
phenylthio)-butyranilide, 2-amino-4-(4-propionyl-

phenylthio)-acetanilide, 2-amino-4-(4-acetylamino-
phenylthio)-propionanilide, 2-amino-4-(4-
acetylamino-phenylthio)-butyranilide, 2-amino-4-(4-

acetylamino-phenylthio)-acetanilide, 2-amino-4-(4-
methoxycarbonylamino-phenylthio)-propionanilide,
2-amino-4-(4-methoxycarbonylamino-phenylthio)-
butyranilide, 2-amino-4-(4-methoxycarbonylamino-
phenylthio)-acetanilide, 2-amino-4(-4-methoxycarbo-
nyl-phenylithio)-propionanilide, 2-amino-4-(4-methox-
ycarbonyl-phenylthio-butyranilide, 2-amino-4-(4-
methoxycarbonyl-phenylthio)-acetanilide, 2-amino-4-
(3,4-dimethyl-phenylthio)-propionanilide, 2-amino-4-
(3,4-dimethyl-phenylthio)-butyranilide,  2-amino-4-
(3,4-dimethyl-phenyilthio)-acetanilide, 2-amino-4-(2-
methyl-4-chloro-phenylthio)-propionanilide, 2-amino-
4-(2-methyl-4-chloro-phenylthio)-butyranilide, 2-
amino-4-(2-methyl-4-chloro-phenylthio)-acetanilide,
2-amino-4(4-ethyl-phenyithio)-propionanilide, 2-
amino-4-(4-ethylphenyithio)-butyranilide, 2-amino-4-
(4-ethyl-phenylthio)-acetanilide, 2-amino-4-(3 .4-

dichloro-phenylthio)-propionanilide, 2-amino-4-
(3,4-dichloro-phenylthio)-butyranilide,  2-amino-4-
(3,4-dichloro-phenylthio)-acetanilide, 2-amino-4-(4-

bromophenylthio)-propionanilide, 2-amino-4-(4-
bromo-phenylthio)-butyranilide, 2-amino-4-(4-bromo-
phenylthio)-acetanilide, 2-amino-4-(3,5-dimethyl-
phenylthio)-propionanilide, 2-amino-4-(3,5-dimethyl-
phenylthio)-butyranilide,  2-amino-4-(3,5-dimethyl-
phenylthio)-acetanilide, 2-amino-4-(4-butyl-phenylthi-
o)-propionanilide, 2-amino-4-(4-butyl-phenylthio)-
butyranilide, 2-amino-4-(4-butyl-phenylthio)-acetani-
2-amino-4-(3-butyl-phenylthio)-propionanilide,
2-amino-4-3-butylphenylthio)-butyranilide, 2-amino-4-
(3-butyl-phenylthio)-acetanilide, 2-amino-5-phenylsul-
phinyl-acetanilide, 2-amino-3-phenylsulphinyl-pro-
pionanilide  2-amino-5-phenylsulphinyl-butyranilide,
2-amino-5-phenylsulphinyl-iso-butyranilide, 2-amino-
5-phenylsulphinyl-valeranilide, 2-amino-5-phenylsul-
phinyl-iso-valeranilide, = 2-amino-5-phenylsulphinyl-
caproanilide, 2-amino-5-phenylsulphinyl-iso-caproani-
lide, 2-amino-5-phenylsulphinyl-cyclopentanecarboxy-
lic acid anilide, 2-amino-5-phenylsulphinyl-cyclohex-
anecarboxylic acid anilide, 2-amino-5-phenylsulphinyl-

phenylacetanilide, 2-amino-5-phenyl-sulphinyl-
phenoxyacetanilide, 2-amino-3-phenylsulphinyl-ben-
zanilide, N-(2-amino-5-phenylsulphinyl-phenyl)-N'-

methylurea, 2-amino-3-phenylsulphinyl-methox-
yacetanilid, N-(2-amino-5-phenylsulphinyl-phenyl)-
N’'-butyl-urea, N-(2-amino-S-phenylsulphinyl-phenyl)-
N’-w-cyanopentyl urea, N-(2-amino-5-phenylsulphi-
nyl-phenyl)-N'-B-methoxyethyl-urea, N-(2-amino-5-

phenylsulphinyl-phenyl)-N’-benzyl-urea, N-(2-amino-
5-phenylsulphinyl-phenyl)-N'-phenyl-urea, 2-amino-5-
(4-methyl-phenylsulphinyl)-propionanilide,

2-amino-
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5-(4-methyl-phenylsulphinyl)-butyranilide, 2-amino-5-
(4-methyl-phenylsulphinyl)-acetanilide, 2-amino-5-(3-
methyl-phenylsulphinyl)-propionanilide, 2-amino-5-
(3-methyl-phenylsulphinyl)-butyranilide, 2-amino-5-
(3-methyl-phenylsulphinyl)-acetanilide, 2-amino-5-(2-
methyl-phenylsulphinyl)-propionanilide, 2-amino-5-
(2-methyl-phenylsulphinyl)-butyranilide, 2-amino-5-
(2-methyl-phenylsulphinyl)-acetanilide, 2-amino-35-(4-
chloro-phenylsulphinyl)-propionaniide, 2-amino-35-(4-
chloro-phenylsulphinyl)-butyranilide, 2-amino-5-(4-
chloro-phenylsulphinyl)-acetanilide, 2-amino-5-(3-
chloro-phenylsulphinyl)-propionanilide, 2-amino-5-(3-
chloro-phenylsulphinyl)-butyranilide, 2-amino-35-(3-
chlorophenylsulphinyl)-acetanilide, 2-amino-5-( 2-
chloro-phenylsulphinyl)-propionanilide, 2-amino-5-(2-
chloro-phenylsulphinyl)-butyranilide, 2-amino-5-(2-
chloro-phenylsulphinyl)-acetanilide, 2-amino-5-(4-
methoxy-phenylsulphinyl)-propionanilide, 2-amino-3-
(4-methoxy-phenylsulphinyl)-butyranilide, 2-amino-5-
(4-methoxy-phenylsulphinyl)-acetanilide, 2-amino-5-
(3-methoxy-phenylsulphinyl)-propionanilide, 2-amino-
5-(3-methoxy-phenylsulphinyl)-butyranilide, 2-amino-
5-(3-methoxy-phenylsulphinyl)-acetanilide, 2-amino-
5-(4-methylthio-phenylsulphinyl)-propionanilide,  2-
amino-5-(4-methylthio-phenylsulphinyl)-butyranilide,
2-amino-5-(4-methylthio-phenylsulphinyl)acetanilide,
2-amino-5-(3-methylthio-phenylsulphinyl)-propionani-
lide, 2-amino- 5-(3-methylthio-phenylsulphinyl)-
butyranilide, 2-amino-5-( 3-methyithio-phenylsul-
phinyl)-acetanilide, = 2-amino-5-(4-cyano-phenylsul-
phinyl)-propionanilide, 2-amino-35-(4-cyanophenylsul-
phinyl)-butyranilide, 2-amino-5-(4-cyano-phenylsul-
phinyl)-acetanilide, = 2-amino-5-(3-cyano-phenylsul-
phinyl)-propionanilide, 2-amino-5-(3-cyano-phenylsul-
phinyl)-butyranilide, 2-amino-5-(3-cyano-phenyisul-
phinyl)-acetanilide,  2-amino-5-(4-acetyl-phenylsul-
phinyl)-propionanilide, 2-amino-5-(4-acetyl-phenylsul-
phinyl)-butyanilide, 2-amino-5-(4-acetylphenylsul-
phinyl)-acetanilide, 2-amino-5-(4-propionyl-phenylsul-
phinyl)-propionanilide, 2-amino-5-(4-propionyl-
phenylsulphinyl)-butyranilide, 2-amino-5-(4-propio-
nyl-phenylsulphinyl)-acetanilide, 2-amino-5-(4-
acetylamino-phenylsulphinyl)-propionanilide, 2-
amino-5-(4-acetylamino-phenylsulphinyl )-butyrani-
lide, 2-amino-5-(4-acetylamino-phenylsulphinyl)-
acetanilide, 2-amino-5-(4-methoxycarbonylamino-
phenylsulphinyl)-propionanilide, 2-amino-5-(4-
methoxycarbonylamino-phenylsulphinyl)-acetanilide,
2-amino-5-(4-methoxycarbonylamino-phenylsul-
phinyl)-acetanilide = 2-amino-5-(4-methoxycarbonyl-
phenylsulphinyl)-propionanilide, 2-amino-5-(4-
methoxycarbonyl-phenylsulphinyl)-butyranilide, 2-
amino-5-(4-methoxycarbonyl-phenylsulphinyl)-
acetanilide, 2-amino-5-(3,4-dimethyl-phenylsul-
phinyl)-propionanilide, 2-amino-5-(3,4-dimethyl-
phenylsulphinyl)-butyranilide, 2-amino-5-(3,4-dimeth-
yl-phenylsulphinyl)-acetanilide, 2-amino-5-(2-methyl-
4-chloro-phenylsulphinyl)-propionanilide, 2-amino-5-
(2-methyl-4-chloro-phenylsulphinyl)-butyranilide, 2-
amino-5-(2-methyl-4-chloro-phenyisulphinyl)-acetani-
lide, 2-amino-5-(4-ethyl-phenylsulphinyl)-propionani-
lide, 2-amino-5-(4-ethyl-phenylsulphinyl)-butylanilide,
2-amino-5-(4-ethyl-phenylsulphinyl)-acetanilide,  2-
amino-5-(3,4-dichloro-phenylsulphinyl)-propionani-
lide, 2-amino-5-(3,4-dichloro-phenylsulphinyl)-
butyranilide, 2-amino-5-(3,4-dichloro-phenylsul-
phinyl)-acetanilide,  2-amino-5-(4-bromophenylsul-
phinyl)-propionanilide, 2-amino-5-(4-bromo-phenyl-
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2-amino-3-(4-bromo-phenyl-
2-amino-5-(3,5-dimethyl-
2-amino-5-(3,5-

sulphinyl)butyranihde,
sulphinyl)-acetanilide,
phenylsulphinyl)-propionanilide,
dimethyl-phenylsulphinyl)-butyranilide,  2-amino-5-
(3,5-dimethyl-phenylsulphinyl)-acetanilide, 2-amino-
5-(4-butyl-phenylsulphinyl)-propionanilide, 2-amino-
5-(4-butyl-phenylsulphinyl)-butyranilide, 2-amino-5-
(4-butyl-phenylsulphinyl)-acetanilide, 2-amino-5-(3-
butyl-phenylsulphinyl)-propionanilide, 2-amino-5-(3-
butyl-phenylsulphinyl )-butyranilide, 2-amino-5-(3-
butyl-phenylsulphinyl)-acetanilide, 2-amino-4-phenyl-
sulphinyl-acetanilide, 2-amino-4-phenylsulphinyl-pro-
pionanilide, 2-amino-4-phenylsulphinyl-butyranilide,
2-amino-4-phenylsulphinyl-iso-butyranilide, 2-amino-
4-phenylsulphinyl-valeranilide, 2-amino-4-phenylsul-
phinyl-iso-valeranilide, = 2-amino-4-phenylsulphinyl-
caproanilide, 2-amino-4-phenylsulphinyl-iso-caproani-
lide, 2-amino-4-phenylsulphinyl-cyclopentanecarboxy-
lic acid anilide, 2-amino-4-phenylsulphinyl-cyclohex-
anecarboxylic acid anilide, 2-amino-4-phenylsulphinyl-
phenylacetanilide, 2-amino-4-phenylsulphinyl-phenox-
yacetanilide, 2-amino-4-phenylsulphinyl-benzanilide,
N-(2-amino-4-phenylsulphinyl-phenyl)-N’-methyl-
urea, N-(2-amino-4-phenylsulphinyl-phenyl)-N'-ethyl-
urea, N-(2-amino-4-phenylsulphinyl-phenyl)-N’-butyl-
urea, N-(2-amino-4-phenylsulphinyl-phenyl)-N'-w-
cyanopentyl-urea, N-(2-amino-4-phenylsulphinyi-
phenyl)-N’-8-methoxyethyl-urea, N-(2-amino-4-
phenylsulphinyl-phenyl)-N'-benzyl-urea, N-(2-amino-
4-phenylsulphinyl-phenyl)-N’-phenyl-urea, 2-amino-4-
(4-methyl-phenylsulphinyl)-propionanilide, 2-amino-
4-(4-methyl-phenylsulphinyl)-butyranilide, 2-amino-4-
(4-methyl-phenylsulphinyl)-acetanilide, 2-amino-4-(3-
methyl-phenylsulphinyl)-propionanilide, 2-amino-4-
(3-methyl-phenylsulphinyl)-butyranilide, 2-amino-4-
(3-methyl-phenylsulphinyl)-acetanilide, 2-amino-4-(2-
methyl-phenylsulphinyl)-propionanilide, 2-amino-4-
(2-methyl-phenylsulphinyl)-butyranilide, 2-amino-4-
(2-methyl-phenylsulphinyl)-acetanilide, 2-amino-4-(4-
chloro-phenylsulphinyl)-propionanilide, 2-amino-4-(4-
chloro-phenylsulphinyl)-butyranilide, 2-amino-4-(4-
chloro-phenylsulphinyl)-acetanilide, 2-amino-4-( 3-
chloro-phenylsulphinyl)-propionanilide, 2-amino-4-(3-
chloro-phenylsulphinyl)-butyranilide, 2-amino-4-
amino-4-( 3-chloro-phenylsulphinyl)-acetanilide, 2-
amino-4-( 2-chloro-phenylsulphinyl)-propionanilide,
2-amino-4-(2-chloro-phenylsulphinyl)-butyranilide,
2-amino-4-(2-chloro-phenylsulphinyl)-acetanilide, 2-
amino-4-(4-methoxy-phenylsulphinyl )-propionanilide,
2-amino-4-(4-methoxy-phenylsulphinyl)-butyranilide,
2-amino-4-(4-methoxy-phenylsulphinyl)-acetanilide,
2-amino-4-(3-methoxy-phenylsulphinyl )-propionani-
hde, 2-amino-4-( 3-(methoxy-phenylsulphinyl)-
butyranilide, 2-amino-4-(3-methoxy-phenylsulphinyl)-
acetanilide, 2-amino-4-(4-methylthio-phenylsul-
phinyl)-propionanilide, 2-amino-4-(4-methylthio-
phenylsulphinyl)-butyranilide, 2-amino-4-(4-meth-
ylthio-phenylsulphinyl)-acetanilide, 2-amino-4-( 3-
methylthio-phenylsulphenyl)-propionanilide, 2-amino-
4-(3-methylthio-phenylsulphinyl)-butyranilide, 2-
amino-4-(3-methylthio-phenylsulphinyl)-acetanilide,
2-amino-4-(4-cyano-phenylsulphinyl)-propionanilide,
2-amino-4-(4-cyano-phenylsulphinyl)-butyranihide, 2-
amino-4-(4-cyano-phenylsulphinyl)-acetanilide, 2-
amino-4( 3-cyano-phenylsulphinyl)-propionanilide, 2-
amino-4-(3-cyano-phenylsulphinyl)-butyranilide,  2-
amino-4-( 3-cyano-phenylsulphinyl)-acetanilide, 2-
amino-4-(4-acetyl-phenylsulphinyl)-propionanilide,
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2-amino-4-(4-acetylphenylsulphinyl)-butyranilide, 2-
amino-4-(4-acetyl-phenylsulphinyl)-acetanilide, 2-
amino-4-(4-propionyl-phenylsulphinyl)-propionani-
lide, 2-amino-4-(4-propionyl-phenylsulphinyl)-
butryanilide, 2-amino-4-(4-propionyl-phenylsul-
phinyl)-acetanilide, 2-amino-4-(4-acetylamino-phenyl-
sulphinyl)-propionanilide, 2-amino-4-(4-acetylamino-
phenylsulphinyl)-butyranilide, 2-amino-4-(4-
acetylamino-phenylsulphinyl)-acetanilide, 2-amino-4-
(4-methoxycarbonylamino-phenylsulphinyl)-pro-
pionanilide, 4-acetylamino-phenylsulphinyl)-butyrani-
lide, 2-amino-49 2-amino-4-(4-methoxycar-
bonylamino-phenylsulphinyl)-butyranilide, 2-amino-4-
(4-methoxycarbonylamino-phenylsulphinyl)-acetani-
lide, 2-amino-4-(4-methoxycarbonyl-phenylsulphinyl)-
propionanilide, 2-amino-4-(4-methoxycarbonyl-
phenylsulphinyl)-butyranilide, 2-amino-4-(4-methox-
ycarbonyl-phenylsulphinyl)-acetanilide,  2-amino-4-
(3,4-dimethyl-phenylsulphinyl)-propionanilide, 2-
amino-4-( 3,4-dimethyl-phenylsulphinyl )-butyranilide,
2-amino-4-(3.4-dimethyl-phenylsulphinyl)-acetanilide
2-amino-4-( 2-methyl-4-chloro-phenylsulphinyl)-pro-
pionanilide, 2-amino-4-(2-methyl-4-chloro-phenylsul-
phinyl)-butyranilide, 2-amino-4-(2-methyl-4-chloro-
phenylsulphinyl)-acetanilide, 2-amino-4-(4-ethyl-
phenylsulphinyl)-propionanilide, 2-amino-4-(4-ethyl-
phenylsulphinyl)-butyranilide, 2-amino-4-(4-ethyl-
phenylsulphinyl)-acetanilide, 2-amino-4-(3,4-dichloro-
phenylsulphinyl)-propionanilide, 2-amino-4-(3,4-
dichloro-phenylsulphinyl)-butyranilide, = 2-amino-4-
(3,4-dichloro-phenylsulphinyl)-acetanilide, 2-amino-4-
(4-bromo-phenylsuphinyl)-propionanilide, 2-amino-4-
(4-bromo-phenylsulphinyl)-butyranilide, 2-amino-4-
(4-bromo-phenylsulphinyl)-acetanilide,  2-amino-4-
(3,5-dimethyl-phenylsulphinyl)-propionantlide, 2-
amino-4-( 3,5-dimethyl-phenylsulphinyl)-butyranilide,
2-amino-4-(3,5-dimethyl-phenylsulphinyl)-acetanilide,
2-amino-4-(4-butyl-phenylsulphinyl)-propionanilide,
2-amino-4-(4-butyl-phenylsulphinyl)-butyranilide, 2-
amino-4-(4-butyl-phenylsulphinyl)-acetanilide, 2-
amino-4-( 3-butyl-phenylsulphinyl)-propionanilide, 2-

amino-4-( 3-butyl-phenylsulphinyl)-butyranilide, 2-
amino-4-( 3-butyl-phenylsulphinyl)-acetanilide, 2-
amino-5-phenylsulphenyl-acetanilide, 2-amino-3-

phenylsulphonyl-propionanilide, 2-amino-5-phenylsul-
phonyl-butyranilide, 2-amino-5-phenylsulphonyl-iso-
butyranilide, 2-amino-5-phenylsulphonyl-valeranilide,
2-amino-5-phenylsulphonyl-iso-valeranilide, 2-amino-
5-phenylsulphonyl-caproanilide, 2-amino-5-phenylsul-
phonyl-iso-caproanilide, 2-amino-5-phenylsulphonyl-
cyclopentanecarboxylic acid anilide, 2-amino-5-
phenylsulphonyl-cyclohexanecarboxylic acid anilide,
2-amino-5-phenylsulphonyl-phenylacetanilide, 2-
amino-5-phenylsulphonyl-phenoxyacetanilide, 2-
amino-5-phenylsulphonyl-benzanilide, N-(2-amino-5-
phenylsulphonyl-phenyl)-N’-methyl-urea, N-(2-amino-
5-phenylsulphonyl-phenyl)-N'-ethyl-urea, N-(2-amino-
5-phenylsulphonyl-phenyl)-N‘-butyl-urea, =~ N-(2-
amino-5-phenylsulphonyl-phenyl)-N’-w-cyanopentyl- -
urea, N-(2-amino-5-phenylsulphonyl-phenyl)-N'-g-
methoxyethyl-urea, = N-(2-amino-5-phenylsulphonyl-
phenyl)-N'-benzyl-urea, N-(2-amino-5-phenylsulpho-
nyl-phenyl)-N'-phenyl-urea, 2-amino-5-(4-methyl-

phenylsulphonyl)-propionanilide, 2-amino-5-(4-meth-
yl-phenylsulphonyl)-butyranilide, 2-amino-5-(4-meth-
yl-phenylsulphonyl)-acetanilide, 2-amino-5-(3-methyl-
phenylsulphonyl)-propionanilide, 2-amino-5-(3-meth-
yl-phenylsulphonyl)-butyranilide, 2-amino-5-(3-meth-
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phenylsulphonyl)-propionanilide, 2-amino-5-(2-meth-
yl-phenylsulphonyl)-butyranilide, 2-amino-5-(2-meth-
yl-phenylsulphonyl)-acetanilide, 2-amino-5-(4-chloro-
phenylsulphonyl)-propionanilide, 2-amino-5-(4-
chloro-phenylsulphonyl)-butyranilide, 2-amino-5-(4-
chloro-phenylsulphonyl)-acetanilide,  2-amino-5-(3-
chloro-phenylsulphonyl)-propionanilide, 2-amino-5-
(3-chloro-phenylsulphonyl)-butyranilide, 2-amino-3-
(3-chloro-phenylsulphonyl)-acetanilide, 2-amino-3-(2-
chloro-phenylsulphonyl)-propionanilide, 2-amino-5-
(2-chloro-phenylsulphonyl)butyranilide,  2-amino-5-
(2-chloro-phenylsulphonyl)-acetanilide, 2-amino-5-(4-
methoxy-phenylsulphonyl)-propionanilide, 2-amino-3-
(4-methoxy-phenylsulphonyl)-butyranilide, 2-amino-3-
(4-methoxy-phenylsulphonyl)-acetanilide, 2-amino-5-
(3-methoxy-phenylsulphonyl)-propionanilide, 2-
amino-5-(3-methoxy-phenylsulphonyl)-butyranilide,
2-amino-5-(3-methoxy-phenylsulphonyl)-acetanilide,
2-amino-5-(4-methylthio-phenylsulphonyl)-pro-
pionanilide, 2-amino-5-(4-methylthio-phenylsul-
phonyl)-butyranthde, 2-amino-5-(4-methylthio-
phenylsulphonyl)-acetanilide, 2-amino-35-(3-meth-
ylthio-phenylsulphonyl)-propionanilide, 2-amino-5-(3-
methylthio-phenylsulphonyl)-butyranilide, 2-amino-3-
(3-methylthio-phenylsulphonyl)-acetanilide, 2-amino-
5-(4-cyano-phenylsulphonyl)-propionanilide, 2-amino-
5-(4-cyano-phenylsulphonyl)-butyranilide, 2-amino-3-
(4-cyano-phenylsulphonyl)-acetanilide, 2-amino-5-(3-
cyano-phenylsulphonyl)-propionanilide, 2-amino-5-(3-
cyano-phenylsulphonyl)-butyranilide, 2-amino-5-(3-
cyano-phenylsulphonyl)-acetanilide,  2-amino-5-(4-
acetyl-phenylsulphonyl)-propionanilide, 2-amino-5-(4-
acetyl-phenylsulphonyl)-butyranilide, 2-amino-5-(4-
acetyl-phenylsulphonyl)-acetanilide, = 2-amino-5-(4-
propionyl-phenylsulphonyl)-propionanilide, 2-amino-
5-(4-propionyl-phenylsulphonyl)-butyranilide, 2-
amino-5-(4-propionyl-phenylsulphonyl)-acetanilide,
2-amino-5-(4-acetylamino-phenylsulphonyl)-pro-
pionanilide, 2-amino-5-(4-acetylamino-phenylsul-
phonyl)-butyranilide, 2-amino-5-(4-acetylamino-
phenylsulphonyl)-acetanilide, 2-amino-5-(4-methox-
ycarbonylamino-phenylsulphonyl)-propionanilide, 2-
amino-5-(4-methoxycarbonylamino-phenylsul-
phonyl)-butyranilide, 2-amino-5-(4-methoxycar-
bonylamino-phenylsulphonyl)-acetanilide, 2-amino-3-
(4-methoxycarbonyl-phenylsulphonyl )-propionanilide,
2-amino-5-(4-methoxycarbonyl-phenylsulphonyl)-
butyranilide, 2-amino-5-(4-methoxycarbonyl-phenyl-
sulphonyl)-acetanilide, 2-amino-35-(3,4-dimethyl-
phenylsulphonyl)-propionanilide, 2-amino-5-(3,4-
dimethyl-phenylsulphonyl)-butyranilide, 2-amino-5-
(3,4-dimethyl-phenylsulphonyl)-acetanilide, 2-amino-
5-(2-methyl-4-chloro-phenylsulphonyl)-acetanilide,
2-amino-5-(2-methyl-4-chloro-phenylsulphonyl)-pro-
pionanilide, 2-amino-5-(2-methyl-4-chloro-phenylsul-
phonyl)-butyranilide, 2-amino-3-(2-methyl-4-chloro-
phenylsulphonyl)-acetanilide, 2-amino-3-(4-ethyl-

 phenylsulphonyl)-propionanilide, 2-amino-5-(4-ethyl-

phenylsulphonyl)-butyranilide,  2-amino-5-(4-ethyl-
phenylsulphonyl)-acetanilide, 2-amino-5-(3,4-
dichloro-phenylsulphonyl)-propionanilide, 2-amino-35-
(3,4-dichloro-phenylsulphonyl)-butyranilide, 2-amino-
5-(3,4-dichloro-phenylsulphonyl)-acetanilide, 2-
amino-5-(4-bromophenylsulphonyl)-propionanilide,
2-amino-5-(4-bromo-phenylsulphonyl)-butyranilide,
2-amino-5-(4-bromo-phenylsulphonyl)-acetanilide,

2-amino-5-(3,5-dimethyl-phenylsulphonyl)-pro-
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pionanilide, 2-amino-5-(3,5-dimethyl-phenylsul-
phonyl)-butyranilide, 2-amino-5-(3,5-dimethyl-phenyl-
sulphonyl)-acetanilide, 2-amino-5-(4-butyl-phenylsul-
phonyl)-propionanilide, 2-amino-5-(4-butyl-phenylsul-
phonyl)-butyranilide,  2-amino-5-(4-butylphenylsul-
phonyl)-acetanilide, 2-amino-5-( 3-butyl-phenylsul-
phonyl)-propionanilide, 2-amino-5-(3-butyl-phenylsul-
phonyl)-butyranilide, 2-amino-5-(3-butyl-phenylsul-
phonyl)-acetanilide, 2-amino-4-phenylsulphonyl-
acetanilide, 2-amino-4-phenylsulphonyl-propionani-
lide, 2-amino-4-phenylsulphonyl-butyranilide,  2-
amino-4-phenylsulphonyl-iso-butyranilide, 2-amino-4-
phenylsulphonyl-valeranilide, = 2-amino-4-phenylsul-
phonyl-iso-valeranilide, 2-amino-4-phenylsulphonyl-
caproanilide, 2-amino-4-phenylsulphonyl-iso-caproani-
lide, 2-amino-4-phenylsulphonyl-cyclopentanecar-
boxylic acid anilide, 2-amino-4-phenylsulphonyl-
cyclohexanecarboxylic acid amlide, 2-amino-4-phenyl-
sulphonyl-phenylacetanilide, 2-amino-4-phenylsulpho-
nyl-phenoxyacetanilide, 2-amino-4-phenylsulphonyl-
benzanilide. N-(2-amino-4-phenylsulphonyl-phenyl)-
N’-methyl-urea, N-(2-amino-4-phenylsulphonyl-
phenyl)-N'-ethyl-urea, N-(2-amino-4-phenylsulphonyl-
phenyl)-N'-butyl-urea, N-(2-amino-4-phenylsul-
phonylphenyl)-N'-w-cyanopentyl-urea, N-(2-amino-4-
phenylsulphonylphenyl)-N'-8-methoxyethyl-urea, N-
(2-amino-4-phenylsulphonylphenyl)-N’-benzyl-urea,
N-(2-amino-4-phenylsulphonyl-phenyl)-N’-phenyl-
urea, 2-amino-4-(4-methyl-phenylsulphonyl)-pro-
pionanilide, 2-amino-4-(4-methyl-phenylsulphonyl)-
butyranilide, 2-amino-4-(4-methyl-phenylsulphonyl)-
acetanilide, 2-amino-4-(3-methyl-phenylsulphonyl)-
propionanilide, 2-amino-4-(3-methyl-phenylsul-
phonyl)-butyranilide, 2-amino-4-(3-methyl-phenylsul-
phonyl)-acetanilide, 2-amino-4-(2-methyl-phenylsul-
phonyl)-propionanilide, 2-amino-4-(2-methyl-phenyl-
sulphonyl)-butyranilide, 2-amino-4-(2-methyl-phenyl-
sulphonyl)-acetanilide, 2-amino-4-(4-chloro-phenyl-
sulphonyl)-proptonanilide, 2-amino-4-(4-chloro-
phenylsulphonyl)-butyranilide, 2-amino-4-(4-chloro-
phenyisulphonyl)-acetanilide,  2-amino-4-(3-chloro-
phenylsulphonyl)-propionanilide, 2-amino-4-chloro-
phenylsulphonyl)-butyranilide, 2-amino-4-(3-chloro-
phenylsulphonyl)-acetanilide,  2-amino-4-(2-chloro-

phenylsulphonyl)-propionanilide, 2-amino-4-( 2-
chloro-phenylsulphonyl)-butyranilide, 2-amino-4-(2-
chloro-phenylsulphonyl)-acetanilide,  2-amino-4-(4-

methoxy-phenylsulphonyl)-propionanilide, 2-amino-4-
(4-methoxy-phenylsulphonyl)-butyranilide, 2-amino-4-
methoxy-phenylsulphonyl)-acetanilide, 2-amino-4-(3-
methoxy-phenylsulphonyl)-propionanilide, 2-amino-4-
(3-methoxy-phenylsulphonyl)-butyranilide, 2-amino-4-
(3-methoxy-phenylsulphonyl)-acetanilide, 2-amino-4-
(4-methylthio-phenylsulphonyl)-propionanilide, 2-
amino-4-(4-methylthio-phenylsulphonyl)-butyranilide,
2-amino-4-(4-methylthio-phenylsulphonyl)-acetani-

lide, 2-amino-4-(3-methylthio-phenylsulphonyl)-pro-
pionanilide, 2-amino-4-(3-methylthio-phenylsul-
phonyl)-butyranilide, 2-amino-4-(3-methylthio-
phenylsulphonyl)-acetanilide,  2-amino-4-(4-cyano-
phenylsulphonyl)-propionanilide, 2-amino-4-(4-cyano-
phenylsulphonyl)-butyranilide, 2-amino-4-(4-cyano-
phenylsulphonyl)-acetanilide, 2-amino-4-(3-cyano-
phenylsulphonyl)-propionanilide, 2-amino-4-(3-cyano-
phenylsulphonyl)-butyranilide, 2-amino-4-(3-cyano-
phenylsulphonyl)-acetanilide, 2-amino-4-(4-acetyl-
phenylsulphonyl)-propionanilide, 2-amino-4-(4-acetyl-
phenylsulphonyl)-butyranilide, 2-amino-4-(4-acetyl-
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phenylsulphonyl)-acetanilide, 2-amino-4-(4-propionyl-
phenylsulphonyl)-propionanilide, 2-amino-4-(4-pro-
pionyl-phenylsulphonyl)-butyranilide, 2-amino-4-(4-
propionayl-phenylsulphonyl)-acetanilide, 2-amino-4-
(4-acetylamino-phenylsulphonyl)-propionanilide,  2-
amino-4-(4-acetylamino-phenylsulphonyl)-butyrani-
hide, 2-amino-4-(4-acetylamino-phenylsulphonyl)-
acetanilide, 2-amino-4-(4-methoxycarbonylamino-
phenylsulphonyl)-propionanilide, 2-amino-4-(4-
methoxycarbonylamino-phenylsulphonyl)-butyrani-
lide, 2-amino-4-(4-methoxycarbonylamino-phenylsul-
phonyl)-acetanilide, 2-amino-4-(4-methoxycarbonyl-
phenylsulphonyl)-propionanilide, 2-amino-4-(4-
methoxycarbonyl-phenylsulphonyl)-butyranilide,  2-
amino-4-(4-methoxycarbonyl-phenylsulphonyl)-
acetanilide, 2-amino-4-(3,4-dimethyl-phenylsul-
phonyl)-propionanilide, 2-amino-4-(3,4-dimethyl-
phenylsulphonyl)-butyranilide, 2-amino4-(3,4-dimeth-
yl-phenylsulphonyl)-acetanilide, 2-amino-4-(2-methyl-
4-chloro-phenylsulphonyl)-propionanilide, 2-amino-4-
(2-methyl-4-chloro-phenylsulphonyl)-butyranilide, 2-
amino-4-(2-methyl-4-chloro-phenylsulphonyl)-
acetanilide, 2-amino-4-(4-ethyl-phenylsulphonyl)-pro-

pionanilide, 2-amino-4-(4-ethyl-phenylsuilphonyl)-
butyranilide,  2-amino-4-(4-ethyl-phenylsulphonyl)-
acetanilide, 2-amino-4-( 3,4-dichloro-phenylsul-

phonyl )-pmpionanilide, 2-amino-4-( 3,4-dichloro-
phenylsulphonyl)-butyranilide, 2-amino-4-(3,4-
dichloro-phenylsulphonyl)-acetanilide, 2-amino-4-(4-

bromo-phenylsulphonyl)-propionanilide, 2-amino-4-
(4-bromo-phenylsulphonyl)-butyranilide, 2-amino-4-
(4-bromo-phenylsulphonyl)-acetanilide, 2-amino-4-
(3,5-dimethylphenylsulphonyl)-propionanilide, -  2-

amino-4-(3,5-dimethylphenylsulphonyl)-butyranilide,
2-amino-4-(3,5-dimethyl-phenylsulphonyl)-acetani-
lide, 2-amino-4-(4-butyl-phenylsulphonyl)-propionani-
lide, 2-amino-4-(4-butyl-phenylsulphonyl)-butyrani-
lide, 2-amino-4-(4-butyl-phenylsulphonyl)-acetanilide,
2-amino-4-(3-butyl-phenylsulphonyl )-propionanilide,
2-amino4-( 3-butyl-phenylsulphonyl)-butyranilide and
2-amino-4-(3-butyl-phenylsulphonyl)-acetanilide.

The following may be mentioned individually as new
active  compounds:  N-(2-acetamido-4-phenoxy-
phenyl)-N’'-methoxycarbonyl-N’'-propionyl-guanidine,
N-(2-acetamido-4-phenoxyphenyl)-N'-ethoxycarbo-
nyl-N"'-propionyl-guanidine, N-(2-acetamido-4-
phenoxy-phenyl)-N'-iso-propoxycarbonyl-N'’-pro-
ptonylguanidine, N-(2-acetamido-4-phenoxy-phenyl)-
N’-sec.-butoxycarbonyl-N'’-propionyl-guanidine, N-
(2-propionamido-4-phenoxyphenyl)-N'-methoxycar-
bonyl-N'’-propionyl-guanidine, = N-(2-butyramido-4-
phenoxy-phenyl)-N’-methoxycarbonyl-N'’'-propionyl-
guanidine,  N-(2-valeramido-4-phenoxy-phenyl)-N'-
methoxycarbonyl-N*'-propionyl-guanidine, N-(2-
cyclopentanecarboxylic  acid  amido-4-phenoxy-
phenyl)-N'-methoxycarbonyl-N’’-propionyl-guanidine,
N-(2-cyclohexanecarboxylic acid amido-4-phenoxy-
phenyl)-N’'-methoxycarbonyl-N’’-propionyl-guanidine,
N-(2-benzamido-4-phenoxy-phenyl)-N’'-methoxycar-
bonyl-N''-propionyl-guanidine, N-(2-acetamido-4-
phenoxy-phenyl)-N'-methoxycarbonyl-N''-acetyl-
guanidine, N-(2-acetamido-4-phenoxy-phenyl)-N’-
methoxycarbonyl-N'’-butyryl-guanidine, N-(2-
acetamido-4-phenoxy-phenyl)-N’-methoxycarbonyl-
N''-cyclohexanecarbonyl-guanidine, N-(2-acetamido-
4-phenoxy-phenyl)-N'-methoxycarbonyl-N'’-benzoyl-
guanidine, N-(2-acetamido-4-phenoxy-phenyl)-N'-
N-(2-

methoxycarbonyl-N'’-phenylacetyl-guanidine,
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acetamido-4-phenoxy-phenyl)-N'-methoxycarbonyl-
N’’-phenoxyacetyl-guanidine,
ureido)-4-phenoxy-phenyl]-N’-methoxycarbonyl-N"'-
propionyl-guanidine, @ N-[2-(2’-ethylureiod)-4-
phenoxy-phenyl}-N’-methoxycarbonyl-N'’-propionyl-

guanidine, N-[2-(2'-butylureido)-4-phenoxy-phenyl]-
N’-methoxycarbonyl-N’’ -propionyl-guanidine, N-[2-

(2'-w-cyanopentylureido)-4-phenoxy-phenyl ]-N’-
methoxycarbonyl-N''-propionyl-guanidine, N-[2-(2’-
B-methoxymethylureido)-4-phenoxy-phenyl}-N’-
methoxycarbonyl-N'’-propionyl-guanidine, N-[2-(2'-
benzylureido)-4-phenoxy-phenyl]-N’-methoxycarbo-
nyl-N'’-propionyl-guanidine, N-[2-(2’-phenylureido)-
4-phenoxy-phenyl]-N’-methoxycarbonyl-N'’-propio-
nyl-guanidine,  N-(2-acetamido-4-phenoxy-phenyl)-
N’,N"’-bis-methoxycarbonyl-guanidine, N-(2-
acetamido-4-phenoxy-phenyl)-N’,N’’-bis-ethoxycar-
bonyl-guanidine, N-(2-acetamido-4-phenoxy-phenyl)-
N’,N’’-bis-iso-propoxycarbonyl-guanidine, N-(2-
acetamido-4-phenoxy-phenyl)-N‘,N’’-bis-sec.-butox-
ycarbonyl-guanidine, N-(2-propionamido-4-phenoxy-
phenyl)-N’,N'’-bis-methoxycarbonyl-guanidine, N-(2-
butyramido-4-phenoxy-phenyl)-N’,N’'-bis-methox-
ycarbonyl-guanidine, N-(2-iso-butyramido-4-phenoxy-
phenyl)-N’ N'’-bis-methoxycarbonyl-guanidine, N-(2-
iso-butyramido-4-phenoxy-phenyl)-N’ N ‘’-bis-methox-
ycarbonyl-guanidine, = N-(2-valeramido-4-phenoxy-
phenyl)-N’,N’’-bis-methoxycarbonyl-guanidine, N-(2-
iso-valeramido-4-phenoxyphenyl)-N’,N’’-bis-methox-
ycarbonyl-guanidine, = N-(2-caproamido-4-phenoxy-
phenyl)-N’ ,N’’-bis-methoxycarboyl-guanidine, N-(2-
iso-caproamido-4-phenoxy-phenyl)-N’,N’'-bis-
methoxycarbonylguanidine, = N-(2-cyclopentanecar-
boxylic acid amido-4-phenoxy-phenyl)-N’,N’’-bis-
methoxycarbonyl-guanidine,  N-(2-cyclohexane-car-
boxylic  acid amido-4-phenoxy-phenyl)-N’',N"’-bis-
methoxycarbonyl-guanidine, N-(2-phenylacetamido-4-
phenoxy-phenyl)-N’ N‘’-bis-methoxycarbonyl-guani-

N-[2-(2'-methyl-
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dine, N-(2-phenoxyacetamido-4-phenoxy-phenyl)-N',- -

N’’-bis-methoxycarbonyl-guanidine, N-(2-benzamido-
4-phenoxy-phenyl)-N’ ,N’’-bis-methoxycarbonyl-
guanidine, N-[2-(2'-methylureido)-4-phenoxy-
phenyl]-N’ N'’-bis-methoxycarbonyl-guanidine, N-{2-
(2'-ethylureido)-4-phenoxy-phenyl]-N' ,N’'-bis-
methoxycarbonyl-guanidine, N-[2-(2'-butylureido)-4-

phenoxy-phenyl]-N’,N"’-bis-methoxycarbonyl-guani-

dine, - N-[2-(2'-w-cyanopentylureido)-4-phenoxy-
phenyl]-N’,N'’-bis-methoxycarbonyl-guanidine, N-[2-
(2'-B-methoxyethyl-ureido )-4-phenoxy-phenyl}-N’,-
N'’-bis-methoxycarbonyl-guanidine, N-{2-(2'-ben-
zylureido-4-phenoxy-phenyl]-N’,N"’'-bis-methoxycar-
bonyl-guanidine, N-[2-(2’-phenylureido)-4-phenoxy-
phenyl]-N’,N’’-bis-methoxycarbonyl-guanidine, N-[2-
propionamido-4-(4-methyl-phenoxy)-phenyl]-N’,N"’-
bis-methoxycarbonyl-guanidine, N-[2-propionamido-
4-(3-methyl-phenoxy)-phenyl]-N’,N"’-bis-methoxycar-
bonyl-guanidine, =~ N-[2-propionamido-4-(4-chloro-
phenoxy)-phenyl]-N’ N’‘-bis-methoxycarbonyl-guani-
dine,
phenyl]-N’,N’’-bis-methoxycarbonyl-guanidine, N-[2-
- propionamido-4-(2-chloro-phenoxy)-phenyl]-N’,N"’-
bis-methoxy-carbonyl-guanidine, N-[2-propionamido-
4-(4-methoxy-phenoxy )-phenyl]-N’,N'’-bis-methox-
ycarbonyl-guanidine, N-[2-propionamido-4-(3-
methoxy-phenoxy)-phenyl ]-N’,N"’-bis-methoxycarbo-
nyl-guanidine, = N-[2-propionamido-4-(4-methylthio-

phenoxy)-phenyl]-N’,N’'-bis-methoxycarbonyl-guani-
N-[2-propionamido-4-(3-methylthio-phenoxy )-

dine,
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phenyl]-N',N’’'-bis-methoxycarbonyl-guanidine, N-[2-
propionamido-4-(4-cyano-phenoxy)-phenyl]-N’,N"’-
bis-methoxycarbonyl-guanidine, N-[2-propionamido-
4-(4-acetylphenoxy)-phenyl]-N’,N"’-bis-methoxycar-
bonyl-guanidine, N-[2-propionamido-4-(3-cyano-
phenoxy)-phenyl]-N’ N’’-bis-methoxy-carbonyl-guani-
dine, N-[2-propionamido-4-(4-propionyl-phenoxy)-
phenyl]-N’,N’’-bis-methoxycarbonyl-guanidine, N-[2-
propionamido-4-(4-acetylamino-phenoxy)-phenyl |-
N’,N’’-bis-methoxy-carbonyl-guanidine, N-[2-pro-
pionamido-4-(4-methoxycarbonyl-phenoxy)-phenyl]-
N',N’’-bis-methoxycarbonyl-guanidine, N-[2-pro-
pionamido-4-( 3,4-dimethyl-phenoxy)-phenyl]-N’,N"’-
bis-methoxycarbonyl-guanidine, N-[2-propionamido-
4-(3,4-dichloro-phenoxy)-phenyl]-N’,N"’-bis-methox-
ycarbonyl-guanidine, N-(2-acetamido-4-phenoxy-
phenyl)-N’-methoxycarbonyl-N'’-propionyl-guanidine,
N-(2-acetamido-S-phenoxy-phenyl)-N’-ethoxycarbo-
nyl-N"’-propionyl-guanidine, 'N-(2-acetamido-5-
phenoxy-phenyl)-N'-iso-propoxycarbonyl-N"’-propio-
nyl-quanidine, N-(2-acetamido-5-phenoxy-phenyl)-N’-
sec.-butoxycarbonyl-N''-propionyl-guanidine, = N-(2-
propionamido-5-phenoxy-phenyl)-N’-methoxycarbo-
nyl-N’’'-propionyl-guanidine, N-(2-butyramido-5-
phenoxy-phenyl)-N'-methoxycarbonyl-N"’-propionyl-
guanidine, = N-(2-valeramido-5-phenoxy-phenyl)-N'-
methoxycarbonyl-N"’-propionyl-guanidine, N-(2-
cyclopentanecarboxylic  acid  amido-5-phenoxy-
phenyl)-N'-methoxy-carbonyl-N’’-propionyl-guani-
dine, N-(2-cyclohexanecarboxylic acid amido-5-
phenoxy-phenyl)-N’-methoxycarbonyl-N"’-propionyl-
guanidine,  N-(2-benzamido-5-phenoxy-phenyl)-N'-
methoxycarbonyl-N'’-propionyl-guanidine, N-(2-
acetamido-S-phenoxy-phenyl)-N’-methoxycarbonyl-
N'’-acetyl-guanidine, N-(2-acetamido-5-phenoxy-
phenyl)-N’-methoxycarbonyl-N‘’-butyrylguanidine,
N-(2-acetamido-5-phenoxy-pheny!)-N’'-methoxycar-
bonyl-N'’-cyclohexanecarbonyl-guanidine, N-(2-
acetamido-5-phenoxy-phenyl)-N'-methoxycarbonyl-
N'’-benzoyl-guanidine, = N-(2-acetamido-5-phenoxy-
phenyl)-N’-methoxycarbonyl-N’’'-phenylacetylguani-
dine, N-( 2-acetamido-5-phenoxy-phenyl)-N’-methox-
ycarbonyl-N'’-phenoxyacetyl-guanidine, N-[2-(2'-
methylureido)-5-phenoxy-phenyl }-N’'-methoxycarbo-
nyl-N"’'-propionyl-guanidine, N-[2-(2’'-ethylureido)-5-
phenoxy-phenyl}-N’-methoxycarbonyl-N''-propionyl-
guanidine, N-[2-(2'-butylureiod)-5-phenoxy-phenyl]-
N’-methoxycarbonyl-N'’-propionyl-guanidine, N-[2-

(2'-w-cyanopentylureido)-5-phenoxy-phenyl ]-N'-

methoxycarbonyl-N''-propionyl-guanidine, N-[2-(2’-
$3-methoxymethylureido)-5-phenoxyphenyl]-N'-
methoxycarbonyl-N'’-propionyl-guanidine, N-[2-(2’-

~ benzylureido)-5-phenoxy-phenyl]-N'-methoxycarbo-

S35

- N-[2-propionamido-4-(3-chlorophenoxy)-

60

635

nyl-N'’-propionyl-guanidine, N-[2-(2'-phenylureido)-
5-phenoxy-phenyl ]-N’-methoxycarbonyl-N’’-propio-
nyl-guanidine, = N-(2-acetamido-5-phenoxy-phenyl)-
N’,N’’-bis-methoxycarbonyl-guanidine, N-(2-
acetamido-5-phenoxy-phenyl)-N’,N"’-bis-ethoxycar-

“bonyl-guanidine, N-(2-acetamido-5-phenoxy-phenyl)-

N’,N’’-bis-iso-propoxycarbonyl-guanidine, N-(2-
acetamido-S-phenoxy-phenyl)-N’,N'’-bis-sec.-butox-
ycarbonyl-guanidine, N-(2-propionamido-5-phenoxy-
phenyl)-N’,N'’-bis-methoxycarbonyl-guanidine, N-(2-
butyramido-5-phenoxy-phenyl)-N’,N’’-bis-methox-
ycarbonyl-guanidine, N-(2-iso-butyramido-5-phenoxy-
phenyl)-N',N"'-bis-methoxycarbonyl-guanidine, N-(2-
valeramido-5-phenoxy-phenyl)-N’,N’’-bis-methox-
ycarbonyl-guanidine, N-(2-iso-valeramido-5-phenoxy:
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phenyl)-N’,N"’-bis-methoxycarbonyl-guanidine, N-(2-
caproamido-5-phenoxy-phenyl)-N’,N’’-bis-methox-
ycarbonyl-guanidine, N-(2-iso-caproamido-5-phenoxy-
phenyl)-N’,N’’-bis-methoxycarbonyl-guanidine, N-(2-
cyclopentanecarboxylic  acid  amido-5-phenoxy-
phenyl)-N‘,N’’-bis-methoxycarbonyl-guanidine, N-(2-
cyclohexanecarboxylic acid amido-5-phenoxy-phenyl)-
N’,N’’-bis-methoxycarbonyl-guanidine, N-(2-
phenylacetamido-5-phenoxyphenyl)-N’,N’’-bis-
methoxycarbonyl-guanidine, N-(2-phenoxyacetamido-
S-phenoxy-phenyl)-N’,N’’-bis-methoxycarbonyl-
guanidine, N-(2-benzamido-5-phenoxy-phenyl)-N’,-
N'’-bis-methoxycarbonyl-guanidine, N-[2-(2'-
methylureido)-5-phenoxy-phenyl]-N’,N’’-bis-methox-
ycarbonyl-guanidine, N-[2-(2'-ethylureido)-5-
phenoxy-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-(2'-butylureido)-5-phenoxy-phenyl]-N’,-
N'’-bis-methoxycarbonyi-guanidine, N-[2-(2'-w-
cyanopentylureido)-  5-phenoxy-phenyl]-N’,N'’-bis-
methoxycarbonyl-guanidine, N-[2-(2’'-8-methoxyeth-
yl-ureido)-5-phenoxy-phenyl}-N’,N’’-bis-methoxycar-
bonyl-guanidine, N-[2-(2’-benzylureido)-5-phenoxy-
phenyl]-N’,N’’-bis-methoxycarbonyl-guanidine, N-[2-
(2'-phenylureido)-5-phenoxy-phenyl }-N’,N’’-bis-
methoxycarbonyl-guanidine, N-[2-propionamido-5-(4-
methyl-phenoxy)-phenyl]-N’,N'’-bis-methoxycarbo-
nyl-guanidine, N-[2-propionamido-5-(3-methyl-
phenoxy)-phenyl }-N’,N"’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(4-chlorophenoxy)-
phenyl ]-N’,N’'-bis-methoxycarbonyl-guanidine, N-[2-
propionamtdo-5-(3-chloro-phenoxy)-phenyl]-N' N"’-
bis-methoxy-carbonyl-guanidine, N-[2-propionamido-
5-(2-chloro-phenoxy)phenyl ]-N’ N’’-bis-methoxycar-
bonyl-guanidine, N-[2-propionamido-5-(4-methoxy-
phenoxy)-phenyl]-N’,N"’-bis-methoxycarbonylguani-
dine, N-[2-propionamido-5-(4-methylthio-phenoxy)-
phenyl]-N’,N’'-bis-methoxycarbonyl-guanidine, N-[2-
propionamido-5-(3-methylthio-phenoxy )-phenyl]-N’,-
N'’-bis-methoxycarbonyl-guanidine, N-[2-pro-
pionamido-35-(4-cyano-phenoxy)-phenyl ]-N’,N'’-bis-
methoxycarbonyl-guanidine, N-[2-propionamido-5-(4-
acetyl-phenoxy)-phenyl]-N’,N’’-bis-methoxycarbonyl-
guanidine, N-[2-propionamido-5-(3-cyano-phenoxy)-
phenyl]-N’,N’’-bis-methoxycarbonyl-guanidine, N-[2-
propionamido-5-(4-propionyl-phenoxy)-phenyl}-N’ -
N’’-bis-methoxycarbonyl-guanidine, N-[2-pro-
pionamido-5-(4-acetylamino-phenoxy)-phenyl]-N’,-
N'’-bis-methoxycarbonyl-guanidine, N-[2-pro-
pionamido-5-(4-methoxycarbonyl-phenoxy)-phenyl]-
N’,N’’-bis-methoxycarbonyl-guanidine, N-[2-pro-
pionamido-5-(3,4-dimethyl-phenoxy)-phenyl]-N’ ,N"’-
bis-methoxycarbonyl-guanidine, N-[2-propionamido-
5-(3,4-dichloro-phenoxy )-phenyl]-N’,N’’-bis-methox-
ycarbonyl-guanidine, = N-(2-acetamido-4-phenylthio-
phenyl)-N'-methoxycarbonyl-N"'-propionyl-guanidine,
N-(2-acetamido-4-phenylthio-phenyl)-N'-ethoxycar-
bonyl-N'’ -propionyl-guanidine, N-(2-acetamido-4-
phenylthio-phenyl)-N'-iso-propoxycarbonyl-N'’-pro-
pionyl-guanidine, N-(2-acetamido-4-phenylthio-
phenyl)-N'-sec.-butoxycarbonyl-N'’-propionyl-guani-
dine,  N-(2-proptonamido-4-phenylthio-phenyl)-N'-
methoxycarbonyl-N'’-propionyl-guanidine, N-(2-

butyramido-4-phenylthio-phenyl)-N’-methoxycarbo-
nyl-N’’-propionyl-guanidine, N-(2-valeramido-4-phe-
nylthio-phenyl)-N'-methoxycarbonyl-N'’-propionyl-
guanidine, N-(2-cyclopentanecarboxylic acid amido-4-
phenylthio-phenyl)-N'-methoxycarbonyl-N"’-propio-
nyl-guanidine,

N-(2-cyclohexanecarboxylic  acid
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amido-4-phenylthio-phenyl )-N'-methoxycarbonyl-N"'-
propionyl-guanidine, N-(2-benzamido-4-phenylthio-
phenyl)-N’-methoxycarbonyl-N"’-propionyl-guanidine,
N-(2-acetamido-4-phenylthio-phenyl)-N'-methoxycar-
bonyl-N''-acetyl-guanidine, = N-(2-acetamido-4-phe-
nylthio-phenyl)-N’'-methoxycarbonyl-N’’-butyryl-
guanidine, N-(2-acetamido-4-phenylthio-phenyl)-N'-
methoxycarbonyl-N''-cyclohexanecarbonyl-guanidine,
N-(2-acetamido-4-phenylthio-phenyl)-N'-methoxycar-
bonyl-N"'-benzoyl-guanidine, N-(2-acetamido-4-phe-
nylthio-phenyl)-N’-methoxycarbonyl-N'’-phenylacet-
yl-guanidine, N-(2-acetamido-4-phenylthio-phenyl)-
N’-methoxycarbonyl-N’’'-phenoxyacetyl-guanidine,
N-[2-(2'-methylureido }-4-phenylthio-phenyl]-N’-
methoxycarbonyl-N''-propionyl-guanidine, N-[2-(2'-
ethylureido)-4-phenylthio-phenyl]-N‘-methoxycarbo-
nyl-N"'-propionyl-guanidine, N-[2-(2’-butylureido)-4-
phenylthiophenyl]-N'-methoxycarbonyl-N"'-propio-
nyl-guanidine, N-[{2-(2’-w-cyanopentylureido)-4-phe-
nylthio-phenyl ]-N’'-methoxycarbonyl-N'’-propionyl-
guanidine, N-[2-(2'-8-methoxymethylureido)-4-phe-
nylthio-phenyl]-N’-methoxycarbonyl-N"’-propionyl-
guanidine, N-[2-(2'-benzylureido )-4-phenylthio-
phenyl]-N'-methoxycarbonyl-N'’-propionyl-guanidine,
N-[2-(2’-phenylureido)-4-phenylthiophenyl]-N'-
methoxycarbonyl-N"'-propionyl-guanidine, N-(2-
acetamido-4-phenylthio-phenyl)-N‘,N’’-bis-methox-
ycarbonyl-guanidine, N-( 2-acetamido-4-phenylthio-
phenyl)-N’ N’’-bis-ethoxycarbonyl-guanidine, N-(2-
acetamido-4-phenylthio-phenyl)-N',N’’-bis-iso-
propoxycarbonyl-guanidine, N-(2-acetamido-4-phe-
nylthio-phenyl)-N’ ,N’’-bis-sec.-butoxycarbonyl-guani-
dine, N-(2-propionamido-4-phenylthio-phenyl)-N',N’A
'-bis-methoxycarbonylguanidine, N-(2-butyramido-4-
phenylthio-phenyl)-N',N’’-bis-methoxycarbonyl-
guanidine, N-(2-iso-butyramido-4-phenylthio-phenyl)-
N’,N’’-bis-methoxycarbonyl-guanidine, N-(2-
valeramido-4-phenylthio-phenyl)-N’,N’’-bis-methox-
ycarbonyl-guanidine, N-(2-1so-valeramido-4-phe-
nyithio-phenyl)-N’,N"’-bis-methoxycarbonyl-guani-
dine, N-(2-caproamido-4-phenylthio-phenyl)-N',N‘A
'-bis-methoxycarbonyl-quanidine, N-(2-iso-
caproamido-4-phenylthio-phenyl)-N’ N’’-bis-methox-
ycarbonyl-guanidine, N-(2-cyclopentanecarboxylic
acid amido-4-phenylthio-phenyl)-N'-N’’-bis-methox-
ycarbonyl-guanidine, N-(2-cyclohexanecarboxylic acid
amido-4-phenylthio-phenyl)-N’,N’’-bis-methoxycarbo-
nyl-guanidine,  N-(2-phenylacetamido-4-phenylthio-
phenyl)-N’,N"’-bis-methoxycarbonyl-guanidine, N-(2-
phenoxyacetamido-4-phenylthiophenyl)-N’,N’’-bis-
methoxycarbonyl-guanidine, N-(2-benzamido-4-phe-
nylthio-phenyl)-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-(2’'-methylureido)-4-phenyithio-phenyl]-
N’,N’’-bis-methoxycarbonyl-guanidine, N-f2-(2’-
ethylureido)-4-phenylthiophenyl]-N’,N'’-bis-methox-
ycarbonyl-guanidine, N-[2-(2’-butylureido)-4-phe-
nylthio-phenyl]-N’,N'’-bis-methoxy-carbonyl-guani-
dine, N-[2-(2’-w-cyanopentylureido )-4-phenylthio-
phenyl]-N’,N’’-bis-methoxycarbonyl-guanidine, N-[2-
(2'-B-methoxyethyl-ureido)-4-phenylthio-phenyl ]-N’, -
N'’-bis-methoxycarbonyl-guanidine, N-[2-(2'-ben-
zylureido)-4-phenylthio-phenyl]-N’,N’’-bis-methox-
ycarbonyl-guanidine, N-[2-(2’-phenylureido)-4-phe-
nylthio-phenyl]-N’,N"’'-bis-methoxycarbonyl-guani-
dine,  N-[2-propionamido-4-(4-methyl-phenylthio)-
phenyl]-N’,N’'-bis-methoxycarbonyl-guanidine, N-[2-
propionamido-4-(3-methyl-phenylthio)-phenyl] -N’.-
N’’-bis-methoxycarbonyl-guanidine, N-(2-pro-




4,024,176

21

pionamido-4-(4-chloro-phenylthio)-phenyl[-N',N"'-
bis-methoxycarbonyl-guanidine, N-[2-propionamido-
4-(3-chloro-phenylthio)-phenyl]-N’,N’’-bis-methox-
ycarbonyl-guanidine, N-[2-propionamido-4-(2-chloro-
phenylthio)-phenyl ]-N’,N’’-bis-methoxycarbonyl-
“guanidine, N-[2-propionamido-4-(4-methoxy-phenyl-
thio)-phenyl]-N’,N’’'-bis-methoxycarbonyl-guanidine,
N-[2-propionamido-4-(3-methoxy-phenylthio)-
phenyl]-N’,N’’-bis-methoxycarbonyl-guanidine, N-[2-
propionamido-4-(4-methylthio-phenylthio)-phenyl]-
N’,N’’.bis-methoxycarbonyl-guanidine, N-{2-pro-
pionamido-4-( 3-methylthio-phenylthio )-phenyl]-N’,-
N’’-bis-methoxycarbonyl-guanidine, N-[2-pro-
pionamido-4-(4-cyanophenylthio)-phenyl]-N’,N"’-bis-
methoxycarbonyl-guanidine, N-[2-propionamido-4-(4-
acetyl-phenylthio)-phenyl]-N’' ,N’’-bis-methoxycarbo-
nyl-guanidine, N-[2-propionamido-4-(3-cyano-phenyl-
thio)-phenyl]-N’ ,N’'-bis-methoxycarbonyl-guanidine,
N-[2-propionamido-4-(4-propionyl-phenylthio)-
phenyl]-N’ N'’-bis-methoxycarbonyl-guanidine, N-[2-
propionamido-4-(4-acetylaminophenyithio)-phenyl]-
N’ N’’-bis-methoxycarbonyl-guanidine, = N-[2-pro-
pionamido-4-(4-methoxycarbonyl-phenyithio)-
phenyl]-N’ ,N'’-bis-methoxycarbonyl-guanidine, N-{2-
propionamido-4-( 3,4-dimethyl-phenylthio)-phenyl)-
N’,N’’-bis-methoxycarbonyl-guanidine, N-[2-pro-
pionamido-4-(3,4-dichloro-phenylthio)-phenyl}-N"-
N'’-bis-methoxycarbonyl-guanidine, N-(2-acetamido-
5-phenylthio-phenyl)-N’-methoxycarbonyl-N"’-propio-
nyl-guanidine, N-(2-acetamido-5-phenylthio-phenyl)-
N’-ethoxycarbonyl-N'’-propionyl-guanidine, N-(2-
acetamido-4-phenylthio-phenyl)-N’-isopropoxycarbo-
nyl-N'’-propionyl-guanidine, N-(2-acetamido-5-phe-
nylthio-phenyl)-N'-sec.-butoxycarbonyl-N"’-propio-
nyl-guanidine, N-(2-propionamido-5-phenylthio-
phenyl)-N’-methoxycarbonyl-N''-propionyl-guanidine,
N-(2-butyramido-5-phenylthiophenyl)-N'-methox-
ycarbonyl-N''41 -propionyl-guanidine, N-(2-
valeramido-5-phenylthio-phenyl)-N’-methoxycarbo-
nyl-N'’-propionyl-guanidine. = N-(2-cyclopentanecar-
boxylic acid amido-5-phenylthio-phenyl)-N‘-methox-
ycarbonyl-N''-propionyl-guanidine, =~ N-(2-cyclohex-
anecarboxylic acid amido-5-phenylthio-phenyl)-N'-
methoxycarbonyl-N'’-propionyl-guanidine, N-(2-ben-
zamido-5-phenylthio-phenyl)-N'-methoxycarbonyl-
N'’-propionyl-guanidine, N-(2-acetamido-5-phe-
nylthio-phenyl)-N'-methoxycarbonyl-N'’-acetyl-guani-
dine, N-(2-acetamido-5-phenylthio-phenyl)-N’-
methoxycarbonyl-N''-butyryl-guanidine, N-(2-
acetamido-5-phenylthio-phenyl)-N'-methoxycarbonyl-
N’’-cyclohexanecarbonyl-guanidine, N-(2-acetamido-
5-phenylthio-phenyl)-N’-methoxycarbonyl-N""-benz-
oyl-guanidine, N-(2-acetamido-5-phenylthiophenyl)-
N’-methoxycarbonyl-N'’-phenylacetyl-guanidine, N-
(2-acetamido-5-phenylthio-phenyl)-N’-methoxycarbo-
nyl-N'’-phenoxyacetyl-guanidine, N-[2-(2'-
methylureido)-5-phenylthio-phenyl}-N’-methoxycar-
bonyl-N'’-propionyl-guanidine, N-[2-(2’-ethyluredio)-
5-phenylthio-phenyl]-N’-methoxycarbonyl-N"’-propio-
nyl-guanidine, N-{2-(2'-butylureido)-5-phenylthio-
phenyl]-N'-methoxycarbonyl-N'’-propionyl-guanidine,
N-[2-(2'-w-cyanopentylureido)-5-phenylthio-phenyl]-
N’-methoxycarbonyl-N''-propionyl-guanidine, = N-{2-
(2'-B-methoxymethylureido)-5-phenylthio-phenyl]-N'-
methoxycarbonyl-N''-propionyl-guanidine, N-[2-(2'-
benzylureido)-S-phenylthio-phenyl]-N'-methoxycar-
bonyl-N'’-propionyl-guanidine, N-[2-(2'-

phenylureido)-5-phenylthio-phenyl]-N’-methoxycar-

~ bonyl-N'’-propionyl-guanidine,
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N-(2-acetamido-35-
phenylthio-phenyl)-N’,N’’-bis-methoxycarbonyl-
guanidine, N-(2-acetamido-5-phenylthio-phenyl)-N -
N’’-bis-ethoxycarbonyl-guanidine, N-(2-acetamido-5-
phenylthio-phenyl)-N’,N’’-bis-iso-propoxycarbonyl-
guanidine, N-(2-acetamido-5-phenylthio-phenyl)-N',-
N’’-bis-sec.-butoxycarbonyl-guanidine, N-(2-pro-
pionamido-5-phenylthio-phenyl)-N’,N"’-bis-methox-
ycarbonyl-guanidine, N-(2-butyramido-5-phenylthio-
phenyl)-N’,N’’-bis-methoxycarbonyl-guanidine, N-(2-
iso-butyramdio-5-phenyl-thio-phenyl)-N’,N"’-bis-
methoxycarbonyl-guanidine, N-(2-valeramido-5-phe-
nylthio-phenyl)-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-(2-iso-valeramido-5-phenylthio-phenyl)-N’,-
N'’-bis-methoxycarbonyl-guanidine, N-(2-

- caproamido-5-phenylthiophenyl)-N",N"’-bis-methox-
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ycarbonyl-guanidine, N-(2-iso-caproamido-5-phe-
nylthio-phenyl)-N’,N'’-bis-methoxycarbonyl-guani-
dine, N-(2-cyclopentanecarboxylic acid amido-5-
phenylthiophenyl)-N’,N"’-bis-methoxycarbonyl-guani-
dine, N-(2-cyclohexane-carboxylic acid amido-5-phe-
nylthio-phenyl)-N’,N'’-bis-methoxycarbonyl-guani-
dine, N-(2-phenylacetamido-5-phenylthio-phenyl)-N' -
N’’-bis-methoxycarbonyl-guanidine, N-(2-phenox-
yacetamido-5-phenylthio-phenyl)-N’,N"’-bis-methox-
ycarbonyl-guanidine, N-(2-benzamido-5-phenylthio-
phenyl-N’,N'’-bis-methoxycarbonyl-guanidine, N-[2-
(2'-methylureido)-S-phenylthio-phenyl]-N',N""-bis-
methoxycarbonyl-guanidine, N-[2-(2’-ethylureido)-5-
phenylthio-phenyl]-N’,N"’-bis-methoxycarbonyl-
guanidine, N-[2-(2’-butylureido)-5-phenylthio-
phenyl]-N’,N’’-bis-methoxycarbonyl-guanidine, N-{2-
(2'-w-cyanopentylureido)-5-phenylthio-phenyl]-N’-
N'’-bis-methoxycarbonyl-guanidine, N-[2-(2'-B-
methoxyethylureido)-5-phenylthio-phenyl]-N',N"’-bis-
methoxycarbonyl-guanidine, N-[2-(2’-benzylureido)-
5-phenylthio-phenyl]-N’ ,N'’-bis-methoxycarbonyl-
guanidine, N-[2-(2'-phenylureido)-5-phenylthio-
phenyl]-N’,N’’-bis-methoxycarbonyl-guanidine, N-[2-
propionamido-5-(4-methyl-phenylthio-phenyl}-N",N"'-
bis-methoxycarbonyl-guanidine, = N-[2-propionamido-
5-(3-methyl-phenyithio)-phenyl]-N',N"’-bis-methox-
ycarbonyl-guanidine, N-[2-propionamido-5-(4-chloro-
phenylthio)-phenyl]-N',N’’-bis-methoxycarbonyl-
guanidine, N-[2-propionamido-5-(3-chloro-phenylthi-
o)-phenyl]  -N’,N’’-bis-methoxycarbonyl-guanidine,
N-[ 2-propionamido-5-(3-chloro-phenylthio)-phenyl]-
N’ N'’-bis-methoxycarbonyl-guanidine, N-[2-pro-
pionamido-5-(4-methoxy-phenylthio)-phenyl ]-N",N"'-
bis-methoxycarbonyl-guanidine, N-[2-propionamido-
5-(3-methoxy-phenylthio)-phenyl]-N’,N"’-bis-methox-
ycarbonyl-guanidine, N-[2-propionamido-5-(4-meth-
ylthio-phenylthio)-phenyl]-N’,N*’-bis-methoxycarbo-
nyl-guanidine,  N-[2-propionamido-5-(3-methylthio-
phenyithio)-phenyl]-N',N"’-bis-methoxy-carbonyl-
guanidine, N-[2-propionamido-5-(4-cyano-phenylthi-
o)-phenyl]-N’,N’ ‘_bis-methoxycarbonyl-guanidine, N-
[2-propionamido-5-(4-acetyl-phenylthio)-phenyl]-N",-
N-[2-pro-
pionamido-5-(3-cyano-phenylthio)-phenyl]-N’,N"'-
bis-methoxycarbonyl-guanidine, N-[2-propionamido-
5-(4-propionyl-phenylthio)-phenyl]-N’,N"’-bis-
methoxy-carbonyl-guanidine, N-[2-propionamido-3-
(4-acetylamino-phenylthio)-phenyl]-N’,N"’-bis- |
methoxycarbonyl-guanidine, N-[2-propionamido-5-(4-
methoxycarbonyl-phenylthio)-phenyl]-N’,N""-bis-
methoxycarbonyl-guanidine, = N-[2-propionamido-5-
(3,4-dimethylphenylthio)-phenyl]-N’,N"’-bis-methox-
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ycarbonyl-guanidine, N-[2-propionamido-5-(3,4-
dichloro-phenylthio)-phenyl]-N’,N’'-bis-methoxycar-
bonyl-guanidine, N-(2-acetamido-4-phenylsulphinyl-
phenyl)-N'-methoxycarbonyl-N’'-propionyl-guanidine,
N-(2-acetamido-4-phenylsulphinyl-phenyl)-N’-ethox-
ycarbonyl-N'"'-propionyl-guanidine, N-(2-acetamido-4-
phenylsulphinyl-phenyl)-N'-iso-propoxycarbonyl-N'’-
propionyl-guanidine, N-(2-acetamido-4-phenylsulphi-
nyl-phenyl)-N'-sec.-butoxycarbonyl-N'’-propionyl-
guanidine, N-(2-propionamido-4-phenylsulphinyl-
phenyl)-N’-methoxycarbonyl-N'’-propionyl-guanidine,
N-(2-butyramido-4-phenylsulphinyl-phenyl)-n’-
methoxycarbonyl-N"'-proptonyl-guanidine, N-(2-
valeramido-4-phenylsulphinyl-phenyl)-N’-methoxycar-
bonyl-N'’-propionyl-guanidine, N-(2-cyclopentanecar-
boxylic acid amido-4-phenylsulphinyl-phenyl)-N’ -me-
thoxycarbonyl-N''-propionyl-guanidine, N-(2-
cyclohexanecarboxylic acid amido-1-phenylsulphinyl-
phenyl)-N'-methoxycarbonyl-N'’-propionyl-guanidine,
N-(2-benzamido-4-phenylsulphinyl-phenyl)-N’-
methoxycarbonyl-N''-propionyl-guanidine, N-(2-
acetamido-4-phenylsulphinyl-phenyl)-N’-methoxycar-
bonyl-N'’-acetyl-guanidine, N-(2-acetamido-4-phenyl-
sulphinyl-phenyl)-N'-methoxycarbonyl-N'’-butyryl-
guanidine, N-(2-acetamido-4-phenylsulphinyl-phenyl)-
N’-methoxycarbonyl-N'’-cyclohexanecarbonyl-guani-
dine, N-(2-acetamido-4-phenylsulphinyl-phenyl)-N'-
methoxycarbonyl-N''-benzoyl-guanidine, N-(2-
acetamido-4-phenylsulphinyl-phenyl)-N'-methoxycar-
bonyl-N"’-phenylacetyl-guanidine, N-(2-acetamido-4-
phenylsulphinyl-phenyl)-N'-methoxycarbonyl-N"'-
phenoxyacetyl-guanidine, N-[2-(2’-methylureido)-4-
phenylsulphinyl-phenyl]-N’-methoxycarbonyl-N''pro-
pionyl-guanidine, N-[2-(2'-ethyluredio)-4-phenylsul-
phinyl-phenyl]-N"-methoxycarbonyl-N''-propionyl-
guanidine, N-[2-(2'-butylureido)-4-phenylsulphinyl-
phenyl]-N’-methoxycarbonyl-N’’-propionyl-guanidine,
N-[2-(2'-w-cyanopentylureido)-4-phenylsulphinyl-
phenyl]-N'-methoxycarbonyl-N'’-propionyl-guanidine,
N-[2-(2'-B-methoxymethylureido)-4-phenylsulphinyl-
phenyl]-N’-methoxycarbonyl-N'’-propionyl-guanidine,
N-[2-(2'-benzylureido)-4-phenylsulphinyl-phenyl]-N’-
methoxycarbonyl-N''-propionyl-guanidine, N-[2-(2'-
phenylureido)-4-phenylsulphinyl-phenyl ]-N'-methox-
ycarbonyl-N"’'-propionyl-guanidine, N-(2-acetamido-4-
phenylsulphinyl-phenyl)-N’,N'’-bis-methoxycarbonyl-
guanidine, N-(2-acetamido-4-phenylsulphinyl-phenyl)-
N’,N’’-bis-ethoxycarbonyl-guanidine, N-(2-acetamido-
4-phenylsulphinyl-phenyl)-N’,N’’-bis-iso-propoxycar-
bonylquanidine,  N-(2-acetamido-4-phenylsulphinyl-
phenyl)-N’,N"’-bis-sec.-butoxycarbonyl-guanidine, N-
(2-propionamido-4-phenylsulphinyl-phenyl)-N’ ,N’’-
bis-methoxycarbonyl-guanidine, N-(2-butyramido-4-
phenylsulphinyl-phenyl)-N’,N’’'-bis-methoxycarbonyl-
guanidine, N-(2-1s0-butyramido-4-phenylsulphinyl-
phenyl)-N’,-N’'-bis-methoxycarbonyl-guanidine, N-(2-
valeramido-4-phenylsulphinyl-phenyl)}-N’ ,N'’-bis-
methoxycarbonyl-guanidine, N-(2-iso-valeramido-4-
phenylsulphinyl-phenyl)-N’,N’’-bis-methoxycarbonyl-
guanidine, N-(2-caproamido-4-phenylsulphinyl-
phenyl)-N',N""-bis-methoxycarbonyl-guanidine, N-(2-
iso-caproamido-4-phenylsulphinyl-phenyl)-N’,N'’-bis-
methoxycarbonyl-guanidine,  N-(2-cyclopentanecar-
boxylic acid amido-4-phenylsulphinyl-phenyl)-N’,N’’-
bis-methoxycarbonyl-guanidine, N-(2-cyclohexanecar-
boxylic acid amido-4-phenylsulphinyl-phenyl)-N’,N’'-
bis-methoxycarbonyl-guanidine, N-(2-
phenylacetamido-4phenylsulphinyl-phenyl)-N’,N"'-
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bis-methoxycarbonyl-guanidine, N-(2-phenox-
yacetamido-4-phenylsulphinyl-phenyl)-N’ ;N’’-bis-
methoxycarbonyl-guanidine, N-(2-benzamido-4-
phenylsulphinyl-phenyl)-N’,N’’-bis-methoxycarbonyl-
guanidine, N-[2-(2’'-methylureido)-4-phenylsulphinyi-
phenyl]-N’,N"’-bis-methoxycarbonyl-guanidine, N-{2-
(2'-ethylureido)-4-phenylsulphinyl-phenyl]-N’,N"’-bis-
methoxycarbonyl-guanidine, N-[2-(2'-butylureido)-4-
phenylsulphinyl-phenyl]-N’ N’’-bis-methoxycarbonyl-
guanidine, N-[2-(2’-w-cyanopentylureido)-4-phenyl-
sulphinyl-phenyl]-N’,N"’-bis-methoxycarbonyl-guani-
dine, N-[{2-(2’-B-methoxyethyl-ureido)-4-phenylsul-
phinyl-phenyl]-N‘,N"’-bis-methoxycarbonyl-guanidine,
N-[2-(2'-benzylureido)-4-phenylsulphinyl-phenyl}-
N’,N’'-bis-methoxycarbonyl-guanidine, N-[2-(2'-
phenylureido)-4-phenylsulphinyl-phenyl]-N’ ,N"’-bis-
methoxycarbonyl-guanidine, N-[2-propionamido-4-(4-
methyl-phenylsulphinyl)-phenyl]-N’ ,N’’-bis-methox-
ycarbonyl-guanidine, N-[2-propionamido-4-(3-methyl-
phenylsulphinyl)-phenyl]-N’,N"’-bis-methoxycarbo-
nyl-guanidine, N-{2-propionamido-4-(4-chloro-
phenylsulphinyl)-phenyl}-N’,N’’'-bis-methoxycarbo-
nyl-guanidine, N-[2-propionamido-4-(3-chloro-
phenylsulphinyl)-phenyl]-N’,N’’-bis-methoxycarbo-
nyl-guanidine, N-[2-propionamido-4-(2-chloro-
phenylsulphinyl)-phenyl]-N’ ,N'’-bis-methoxycarbo-
nyl-guanidine, N-[2-propionamido-4-(4-methoxy-
phenylsulphinyl)-phenyl]-N’,N’’-bis-methoxycarbo-
nyl-guanidine, N-[2-propionamido-4-(3-methoxy-
phenylsulphinyl)-phenyl]-N’,N'’-bis-methoxycarbo-
nyl-guanidine,  N-[2-propionamido-4-(4-methylthio-
phenylsulphinyl)-phenyl]-N’,N'’-bis-methoxycarbo-
nyl-guanidine, = N-[2-propionamido-4-(3-methylthio-
phenylsulphinyl)-phenyl]-N’,N’’'-bis-methoxycarbo-
nyl-guanidine, N-[2-propionamido-4-(4-cyano-phenyl-
sulphinyl)-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(4-acetyl-phenylsul-
phinyl)-phenyl}-N’,N'’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(3-cyano-phenylsul-
phinyl)-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(4-propionyl-phenylsul-
phinyl)-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(4-acetylamino-phenylsul-
phinyl)-phenyl}-N’,N"’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(4-methoxycarbonyl-
phenylsulphinyl)-phenyl]-N’,N'’-bis-methoxycarbo-
nyl-guanidine,  N-[2-propionamido-4-(3,4-dimethyl-
phenylsulphinyl)-phenyl]-N’,N’'-bis-methoxycarbo-
nyl-guanidine, = N-[2-propionamido-4-(3,4-dichloro-
phenylsulphinyl)-phenyl]-N’,N’’-bis-methoxycarbo-
nyl-guanidine, N-(2-acetamido-5-phenylsulphinyl-
phenyl)-N’-methoxycarbonyl-N'’-propionyl-guanidine,
N-(2-acetamido-5-phenylsulphinyl-phenyl)-N'-ethox-
ycarbonyl-N'’-propionyl-guanidine, N-(2-acetamido-5-
phenylsulphinyl-phenyl)-N'-iso-propoxycarbonyl-N’'-
propionyl-guanidine, N-(2-acetamido-5-phenylsulphi-
nyl-phenyl)-N'-sec.-butoxycarbonyl-N’'-propionyl-
guanidine, N-(2-propionamido-5-phenylsulphinyl-
phenyl)-N’-methoxycarbonyl-N'’-propionyl-guanidine,
N-(2-butyramido-5-phenylsulphinyl-phenyl)-N’-
methoxycarbonyl-N''propionyl-guanidine, N-(  2-
valeramido-5-phenylsulphinyl-phenyl)-N'-methoxycar-
bonyl-N"’-propionyl-guanidine, N-(2-cyclopentanecar-
boxylic acid amido-5-phenylsuiphinyl-phenyl)-N'-
methoxycarbonyl-N''-propionyl-guanidine, N-(2-

cyclohexanecarboxylic acid amido-5-phenylsulphinyi-
phenyl)-N'-methoxycarbonyl-N’'-propionyl-guanidine,
N-(2-benzamido-5-phenylsulphinyl-phenyl)-N'-
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methoxycarbonyl-N'’-propionyl-guanidine, N-(2-
acetamido-5-phenylsulphinyl-phenyl)-N’-methoxycar-
bonyl-N'’-acetyl-guanidine, N-(2-acetamido-5-phenyl-
sulphinyl-phenyl)-N’-methoxycarbonyl-N*’-butyryl-
guanidine, N-(2-acetamido-5-phenylsulphinyl-phenyl)-
N'-methoxycarbonyl-N'’-cyclohexanecarbonyl-guani-
dine, N-(2-acetamido-5-phenylsulphinyl-phenyl)-N’-
methoxycarbonyi-N'’-benzoyl-guanidine, N-(2-
acetamido-5-phenylsulphinyl-phenyl)-N'-methoxycar-
bonyl-N'’-phenylacetyl-guanidine, N-(2-acetamido-5-
phenylsulphinyl-phenyl)-N'-methoxycarbonyl-N"'-
phenoxyacetyl-guanidine, N-[2-(2'-methylureido)-3-
phenylsulphinyl-phenyl]-N’-methoxycarbonyl-N"’-pro-
pionyl-guanidine, N-[2-(2’-ethylureido)-5-phenylsul-
phinyl-phenyl]-N'-methoxycarbonyl-N"’-propionyl-
guanidine, N-[2-(2'-butylureido)-5-phenylsulphinyl-
phenyl]-N’-methoxycarbonyl-N'’-propionyl-guanmdine,
N-[2-(2'-w-cyanopentylureido)-5-phenylsulphinyl-
phenyl]-N’-methoxycarbonyl-N'’-propionyl-guanidine,
N-[2-(2'-B-methoxymethylureido)-5-phenylsulphinyl-
phenyl]-N’-methoxycarbonyl-N’’-propionyiguanidine,
N-[2-(2'-benzyluriedo)-5-phenylsulphinyl-phenyl J-N’-
methoxycarbonyl-N’’-propionyl-guanidine, N-[2-(2'-
phenylureido)-5-phenylsulphinyl-phenyl]-N’-methox-
ycarbonyl-N’’-propionyl-guanidine, N-(2-acetamido-35-
phenylsulphinyl-phenyl)-N’,N’’-bis-methoxycarbonyl-
guanidine, N-(2-acetamido-5-phenylsulphinyl-phenyl)-
N’ N'’-bis-ethoxycarbonyl-guanidine, N-(2-acetamido-
5-phenylsulphinyl-phenyl)-N’,N"’-bis-iso-propoxycar-
bonyl-guanidine, N-(2-acetamido-5-phenylsulphinyl-
phenyl)-N’,N'’-bis-sec.-butoxycarbonyl-guanidine, N-
(2-propionamido-5-phenylsulphinyl-phenyl)-N",N"’-
bis-methoxycarbonyl-guanidine, N-(2-butyramido-3-
phenylsulphinyl-phenyl)-N',N’’-bis-methoxycarbonyl-
guanidine, = N-(2-iso-butyramido-5-phenylsulphinyl-
phenyl)-N’,N’’-bis-methoxycarbonyl-guanidine, N-(2-
valeramido-5-phenylsulphinyl-phenyl)-N',N"’-bis-
methoxycarbonyl-guanidine, N-(2-iso-valeramido-3-
phenylsulphinyl-phenyl)-N(,N’’-bis-methoxycarbonyl-
guanidine, N-(2-caproamido-5-phenylsulphinyl-
phenyl)-N’ ,N’’-bis-methoxycarbonyl-guanidine, N-(2-
iso-caproamido-5-phenylsulphinyl-phenyl)-N‘,N"’-bis-
methoxycarbonylguanidine, = N-(2-cyclopentanecar-
boxylic acid amido-5-phenylsulphinyl-phenyl)-N’,N"'-
bis-methoxycarbonyl-guanidine, N-(2-cyclohexanecar-
boxylic acid amido-5-phenylsulphinyl-phenyl)-N’,N"’-
bis-methoxycarbonyl-guanidine, N-(2-
phenylacetamido-5-phenylsulphinyl-phenyl)-N’,N"'-
bis-methoxycarbonyl-guanidine, N-(2-phenox-
yacetamido-5-phenylsulphinyl-phenyl)-N’,N"’-bis-
methoxycarbonyl-guanidine, N-(2-benzamido-5-
phenylsulphinylphenyl)-N’,N'’-bis-methoxycarbonyl-
guanidine, N-[2-(2'-methylureido)-5-phenylsulphinyl-
phenyl]-N’,N'’-bis-methoxycarbonyl-guanidine, N-[2-
(2'-ethylureido)-5-phenylsulphinyl-phenyl]-N’,N"'-bis-
methoxycarbonyl-guanidine, N-[2-(2'-butylureido)-5-
phenylsulphinyl-phenyl]-N',N’’-bis-methoxycarbonyl-
guanidine, N-[2-(2'-w-cyanopentylureido)-5-phenyl-
sulphinyl-phenyl]-N’,N"’-bis-methoxycarbonyl-guani-
dine, N-[2-(2'-B8-methoxyethylureido)-5-phenylsulphi-
nyl-phenyl]-N’,N’’-bis-methoxycarbonyl-guanidine,
N-[2-(2’-benzylureido)-5-phenylsulphinyl-phenyl ]-

N’ N’’-bis-methoxycarbonyl-guanidine, N-[{2-(2'-
phenylureido)-5-phenylsulphinyl-phenyl]-N’,N"’-bis-
methoxycarbonyl-guanidine, N-[2-propoionamido-5-
(4-methyl-phenylsulphinyl)-phenyl]-N',N"’-bis-
methoxycarbonyl-guanidine, N-[2-propionamido-5-(3-
methylphenylsulphinyl)-phenyl]-N',N"’-bis-methox-

10

15

20

25

30

35

40

45

50

55

60

65

4,024,176

26

ycarbonyl-guanidine, N-[2-propionamido-5-(4-chloro-
phenylsulphinyl)-phenyl] -N’,N’’-bis-methoxycarbo-
nyl-guanidine, N-[2-propionamido-5-(3-chlorophenyl-
sulphinyl )-phenyl]-N’,N"’-bis-methoxycarbonyl-guani-
dine, - N-[2-propionamido-5-(3-chloro-phenylsul-
phinyl)-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(4-methoxyphenylsul-
phinyl)-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(3-methoxy-phenylsul-
phinyl)-phenyl]-N’,N"’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(4-methylthio-phenylsul-
phinyl)-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(3-methylthio-phenylsul-
phinyl)-phenyl}-N’,N'’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(4-cyano-phenylsul-
phinyl)-phenyl]-N’ N'’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(4-acetyl-phenylsul-
phinyl)-phenyl]-N’,N'’-bis-methoxycarbonyl-quani-
dine, N-[2-propionamido-5-(3-cyano-phenylsul-
phinyl)-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(4-propionyl-phenylsul-
phinyl)-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(4-acetylamino-phenylsul-
phinyl)-phenyl]-N’,N'’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(4-methoxycarbonyl-
phenylsulphinyl)-phenyl]-N’,N’’-bis-methoxycarbo-
nyl-guanidine, = N-[2-propionamido-5-( 3,4-dimethyl-
phenylsulphinyl)-phenyl]-N’,N"’-bis-methoxycarbo-
nyl-guanidine, = N-[2-propionamido-=35-(3 4-dichloro-
phenylsulphinyl)-phenyl]-N’,N’’-bis-methoxycarbo-
nyl-guanidine, N-(2-acetamido-4-phenylsulphonyl-
phenyl)-N’-methoxycarbonyl-N'’-propionyl-guanidine,
N-(2-acetamido-4-phenylsulphonyl-phenyl)-N'-ethox-
ycarbonyl-N'’-propionyl-guanidine, N-(2-acetamido-4-
phenylsulphonyl-phenyl)-N’-iso-propoxycarbonyl-N"’-
propionyl-guanidine, N-(2-acetamido-4-phenylsulpho-
nyl-phenyl)-N’-sec.-butoxycarbonyl-N"’-propionyl-
guanidine, N-(2-propionamido-4-phenylsulphonyl-
phenyl)-N’-methoxycarbonyl-N'’-propionyl-guanidine,
N-(2-butyramido-4-phenylsulphonyl-phenyl)-N'-
methoxycarbonyl-N'’-propionyl-guanidine, N-(2
-valeramido-4-phenylsulphonyl-phenyl)-N’-methox-
ycarbonyl-N'’-propionyl-guanidine, = N-(2-cyclopen-
tanecarboxylic acid amdio-4-phenylsulphonyl-phenyl)-
N'-methoxycarbonyl-N'’-propionyl-guanidine,  N-(2-
cyclohexanecarboxylic acid amido-4-phenylsulphonyl-
phenyl)-N’-methoxycarbonyl-N'’-propionyl-guanidine,
N-(2-benzamido-4-phenylsulphonyl-phenyl)-N’-
methoxycarbonyl-N'’-propionyl-guanidine, N-(2-
acetamido-4-phenylsulphonyl-phenyl)-N’-methoxycar-
bonyl-N'’-acetyl-guanidine, N-(2-acetamido-4-phenyl-
sulphonyl-phenyl)-N’-methoxycarbonyl-N"’-butyryl-
guanidine, N-(2-acetamido-4-phenylsulphonyl-
phenyl)-N’-methoxycarbonyl-N'’-cyclohexanecarbo-
nyl-guanidine, N-(2-acetamido-4-phenylsulphonyl-
phenyl)-N’-methoxycarbonyl-N'’-benzoyl-guanidine,
N-(2-acetamido-4-phenylsulphonyl-phenyl)-N'-

methoxycarbonyl-N'’-phenylacetyl-guanidine, N-(2-

acetamdio-4-phenylsulphonyl-phenyl)-N’'-methoxycar-

bonyl-N'’-phenoxyacetyl-guanidine, N-[2-(2'-
methylureido )-4-phenylsulphonyl-phenyl]-N"-methox-
ycarbonyl-N'’-propionyl-guanidine, N-{2-(2'-
ethylureido)-4-phenylsulphonyl-phenyl}-N’-methox-

ycarbonyl-N'’-propionyl-guanidine, N-[2-(2'-
butylureido)-4-phenylsulphonyl-phenylJ-N‘-methox-

ycarbonyl-N'’-propionyl-guanidine, N-[2-(2'-w-

cyanopentylureido )-4-phenylsulphonyl-phenyl]-N'-
methoxycarbonyl-N'’-propionyl-guanidine,

N-[2-(2"
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B-methoxymethylureido)-4-phenylsulphonyl-phenyl]-
N’-methoxycarbonyl-N’’-propionyl-guanidine, N-[2-
(2'-benzylureido)-4-phenylsulphonyl-phenyl ]-N’-
methoxycarbonyl-N'’-propionyl-guanidine, N-[2-(2’-
phenylureido)-4-phenylsulphonyl-phenyl ]-N’-methox-
ycarbonyl-N'’-propionyl-guanidine, N-(2-acetamido-4-
phenylsulphonyl-phenyl)-N’,N"’-bis-methoxycarbonyl-
guanidien, N-(2-acetamido-4-phenylsulphonylphenyl)-
N',N’’-bis-ethoxycarbonyl-guanidine, N-(2-acetamido-
4-phenylsulphonyl-phenyl)-N’,N’’-bis-iso-propoxycar-
bonyl-guanidine, N-(2-acetamido-4-phenylsulphonyl-
phenyl)-N',N"’-bis-sec.butoxycarbonyl-guanidine, N-
(2-propionamido-4-phenylsulphonyl-phenyl)-N’ N'’-
bis-methoxycarbonyl-guanidine, N-(2-butyramido-4-
phenylsulphonyl-phenyl)-N’,N’’-bis-methoxycarbonyl-
guanidine,  N-(2-iso-butyramido-4-phenylsulphonyl-
phenyl)-N’,N"’-bis-methoxycarbonyl-guanidine, N-(2-
valeramido-4-phenylsulphonylphenyl)-N’,N’’-bis-
methoxycarbonyl-guanidine, N-(2-iso-valeramido-4-
phenylsulphonyl-phenyl)-N’,N’’-bis-methoxycarbonyl-
guanidine, N-(2-caproamido-4-phenylsulphonyl-
phenyl)-N’ N""-bis-methoxycarbonyl-guanidine, N-(2-
iso-caproamido-4-phenylsulphonyl-phenyl)-N’ ,N’’-bis-
methoxycarbonyl-guanidine, N-(2-cyclopentanecar-
boxylic acid amido-4-phenylsulphonyl-phenyl)-N' N’'-
bis-methoxycarbonyl-guanidine, N-(2-cyclohexanecar-
boxylic acid amido-4-phenylsulphonyl-phenyl)-N’ ,N’’-
bis-methoxycarbonyl-guanidine, N-(2-
phenylacetamido-4-phenylsulphonylphenyl)-N’,N"’’-
bis-methoxycarbonyl-guanidine, N-(2-phenox-
yacetamido-4-phenylsulphonyl-phenyl)-N’ ,N’’-bis-
methoxycarbonyl-guanidine, N-(2-benzamido-4-
phenylsulphonyl-phenyl)-N’,N’’'-bis-methoxycarbonyl-
guanidine, N-[2-(2'-methylureido)-4-phenylsulphonyl-
phenyl]-N’,N"’-bis-methoxycarbonyl-guanidine, N-[2-
(2'-ethylureido)-4-phenylsulphonyl-phenyl]-N’,N"’’-
bis-methoxycarbonyl-guanidine, N-[2-(2'-
butylureido)-4-phenylsulphonyl-phenyl]-N’ N'’-bis-
methoxycarbonyl-guanidine, = N-[2-(2'-w-cyanopen-
tylureido )-4-phenylsulphonyl-phenyl]-N’,N’’-bis-
methoxycarbonyl-guanidine, N-[2-(2’-8-methoxyeth-
yl-ureido)-4-phenylsulphonyl-phenyl]-N‘,N"’-bis-
methoxycarbonyl-guanidine, N-[2-(2’-benzylureido)-
4-phenylsulphonyl-phenyl]-N’,N’-bis-methoxycarbo-
nyl-guanidine,  N-[2-(2'-phenylureido)-4-phenylsul-
phonyl-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(4-methyl-phenylsul-
phonyl)-phenyl]-N’ N"’'-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(3-methyl-phenylsul-
phonyl)-phenylr -N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(4-chloro-phenylsul-
phoyl)-phenyl ]-N’,N’’-bis-methoxycarbonyl-
guanidino, N-[2-propionamido-4-(3-chloro-phenylsul-
phonyl)-phenyl]-N’ ,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(2-chloro-phenylsul-
phonyl)-phenyl]-N’,N’'-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(4-methoxy-phenylsul-
phonyl)-phenyl}-N‘,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(3-methoxy-phenylsul-
phonyl)-phenyl]-N',N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(4-methylthio-phenylsul-
phonyl)-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(3-methylthio-phenylsul-
phonyl)-phenyl]-N’ N'‘-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(4-cyano-phenylsul-
phonyl)-phenyl]-N’,N"’'-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(4-acetyl-phenylsul-

phonyl)-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-

- dine,
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N-[2-propionamido-4-(3-cyano-phenylsul-
phonyl)-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propilonamido-4-(4-propionylphenylsul-
phonyl)-phenyl]-N’ N"'-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-4-(4-acetylamino-phenylsul-
phonyl)-phenyl]-N’ ,N"'-bis-methoxycarbonyl-guani-
dine, N-[2-proptonamido-4-(4-methoxycarbonyl-
phenylsulphonyl)-phenyl]-N’,N’’-bis-methoxycarbo-
ny-guanidine,  N-[2-propionamido-4-(3,4-dimethyl-
phenylsulphonyl)-phenyl]-N’,N’’-bis-methoxycarbo-
nyl-guanidine, N-[2-propionamido-4-(3,4-dichloro-
phenylsulphonyl)-phenyl]-N’,N’’-bis-methoxycarbo-
nyl-guanidine, N-(2-acetamido-4-phenylsulphonyl-
phenyl)-N‘-methoxycarbonyl-N'’-propionyl-guanidine,
N-(2-acetamido-4-phenylsulphonyl-phenyl)-N'-ethox-
ycarbonyl-N'’-propionyl-guanidine, N-(2-acetamido-4-
phenylsulphonyl-phenyl)-N'-iso-propoxycarbonyl-N'’-
propionyl-guanidine, N-(2-acetamido-5-phenylsulpho-
nyl-phenyl)-N’-sec.-butoxycarbonyl-N'‘-propionyl-
guanidine, N-(2-propionamido-4-phenylsulphonyl-
phenyl)-N"-methoxycarbonyl-N''-propionyl-guanidine,
N-(2-butyramido-5-phenylsulphonyl-phenyl)-N’-
methoxycarbonyl-N'’-propionyl-guanidine, N-(2-
valeramido-5-phenylsulphonyl-phenyl )-N’’-methox-
ycarbonyl-N"’-propionyl-guanidine, = N-(2-cyclopen-
tane-carboxylic  acid amido-5-phenylsulphonyl-
phenyl)-N"'-methoxy-carbonyl-N’’-propionyl-guani-
dine, N-(2-cyclohexanecarboxylic acid amido-5-
phenylsulphonyl-phenyl )}-N’-methoxycarbonyl-N"’-
propionyl-guanidine, N-(2-benzamido-5-phenylsulpho-
nyl-phenyl)-N'-methoxycarbonyl-N'’-propionyl-guani-
dine, N-(2-acetamido-5-phenylsulphonyl-phenyi)-N’-
methoxycarbonyl-N'’-acetyl-guanidine, N-(2-
acetamido-5-phenylsulphonyl-phenyl )-N’-methoxycar-
bonyl-N’’-butyryl-guanidine, N-(2-acetamido-5-
phenylsulphonyl-phenyl)-N’-methoxycarbonyl-N’'-
cyclohexanecarbonyl-guanidine, = N-(2-acetamido-5-
phenylsulphonyl-phenyl)-N’-methoxycarbonyl-N'’-
benzoyl-guanidine, N-(2-acetamido-5-phenylsul-
phonylphenyl)-N'-methoxycarbonyl-N'’-phenylacetyl-
guanidine, N-(2-acetamido-5-phenylsulphonyl-
phenyl)-N’-methoxycarbonyl-N'’'-phenoxyacetyl-
guanidine, N-[2-(2’-methoxyureido)-5-phenylsulpho-
nyl-phenyl}-N’-methoxycarbonyl-N'’propionyl-guani-
dine, N-[2-(2'-ethylureido)-5-phenylsulphonyl-
phenyl]-N’-methoxycarbonyl-N'’-propionyl-guanidine,
N-[2-(2'-butylureido)-5-phenylsulphonyl-phenyl]-
N’-methoxycarbonyl-N'’-propionyl-guanidine, N-[2-
(2'-w-cyanopentylureido)-5-phenylsulphonyl-phenyl ]-
N’-methoxycarbonyl-N'’-propionyl-guanidine, N-[2-
(2'-B-methoxymethylureido)-5-phenylsulphonyl-
phenyl]-N‘-methoxycarbonyl-N'’-propionyl-guanidine,
N-{2-(2'-benzylureido)-S-phenylsulphonylphenyl]-N'-
methoxycarbonyl-N""-propionyl-guanidine, N-[2-(2'-
phenylureido)-5-phenylsulphonyl-phenyl]-N’-methox-
ycarbonyl-N'’-propionyl-guanidine, N-'’-acetamido-5-
phenylsulphonylphenyl)-N’,N’’-bis-methoxycarbonyl-
guanidine, N-(2-acetamido-5-phenylsulphonyl-
phenyl)-N’,N’'-bis-ethoxycarbonyl-guanidine, N-(2-
acetamido-5-phenylsulphonyl-phenyl)-N’,N’’-bis-iso-
propoxycarbonyl-guanidine, N-(2-acetamido-35-
phenylsulphonylphenyl)-N’,N'’-bis-sec.-butoxycarbo-
nyl-guanidine, N-(2-propionamido-5-phenylsulphonyl-
phenyl)-N’,N’’-bis-methoxycarbonyl-guanidine, N-(2-
butyramido-5-phenylsulphonyl-phenyl)-N’,N’’-bis-
methoxycarbonyl-guanidine, N-(2-iso-butyramido-5-
phenylsulphonyl-phenyl)-N’ N'’-bis-methoxycarbonyl-
guanidine, N-(2-valeramido-5-phenylsulphonyl-
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phenyl)-N’,N"'-bis-methoxycarbonyl-guanidine, N-(2-
iso-valeramido-5-phenylsulphonyl-phenyl)-N’,N’’-bis-
methoxycarbonyl-guanidine, N-(2-caproamido-5-
phenylsulphonyl-phenyl)-N’,N’’-bis-methoxycarbonyl-
guanidine, N-(2-iso-caproamido-5-phenylsulphonyl-
phenyl)-N’ N'’-bis-methoxycarbonyl-guanidine, N-(2-
cyclopentanecarboxylic acid amido-5-phenylsulpho-
nyl-phenyl)-N’,N’’-bis-methoxycarbonyl-guanidine,
N-(2-cyclohexanecarboxylic acid amido-5-phenylsul-

phonylphenyl)-N’,N’’-bis-methoxycarbonyl-guanidine,

N-(2-phenylacetamido-5-phenylsulphonyl-phenyl )-
N’,N’’-bis-methoxycarbonyl-guanidine, N-(2-phenox-
yacetamido-S-phenylsulphonyl-phenyl)-N',N"’-bis-
methoxycarbonyl-guanidine, N-(2-benzamido-35-

4,024,176
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dine, ' N-[2-propionamido-5-(4-methoxycarbonyl-
phenylsulphonyl)-phenyl]-N’,N’’-bis-methoxycarbo-

' N-[2-propionamido-5-(3,4-dimethyl-
phenylsulphonyl)-phenyl]-N’,N"’-bis-methoxycarbo-
nyl-guanidine and N-[2-propionamido-5-(3,4-dichloro-
phenylsulphonyl)-phenyl]-N’,N"'-methoxycarbonyl-
guanidine.

The compounds prepared in accordance with the
invention show a surprisingly improved action against
one or more of the following nematodes and cestodes:

1. Hookworms (for example Uncinaria stenocephala,
Ancylostoma caninum and Bunostomum trigonoceph-
alum). __

2. Trichostrongylidae (for example Nippostrongylus

phenylsulphonyl-phenyl)-N’,N'’-bis-methoxycarbonyl- 15 muris, Haemonchus contortus, Trichostrongylus colubri-

guanidine, N-[2-(2'-methylureido)-5-phenylsulphonyl-
phenyl]-N’,N’’-bis-methoxycarbonyl-guanidine, N-{2-
(2'-ethylureido)-5-phenylsulphonylphenyl}-N’,N’’-bis-
methoxycarbonyl-guanidine, N-[2-(2’-butylureido)-5-
phenylsulphonyl-phenyl}-N',N'’-bis-methoxycarbonyl-
guanidine, N-[2-(2'-w-cyanopentylureido)-3-phenyl-
sulphonylphenyl]-N’,N'’-bis-methoxycarbonyl-guani-
dine, N-[2-(2'-Bamethoxyethyl-ureido)-S-phenylsul—
phonyl-phenyl]N’,N’’-bis-methoxycarbonyl-guanidine,
N-[2-(2'-benzylureido)-5-phenylsulphonyl-phenyl]-
N’,N'’-bis-methoxycarbonyl-guanidine, N-[2-(2'-
phenylureido)-5-phenylsulphonyl-phenyl]-N',N"’-bis-
methoxycarbonyl-guanidine, N-[2-propionamido-5-(4-
methylphenylsulphonyl)-phenyl]-N’,N’’-bis-methox-
ycarbonyl-guanidine, N-[2-propionamido-5-(3-methyl-
phenylsulphonyl)-phenyl]-N’,N’’-bis-methoxycarbo-
nyl-guanidine, N-[2-propionamido-5-(4-chlorophenyl-
sulphonyl)-phenyl]-N',N'’-bis-methoxycarbonyl-
guanidine, N-[2-propionamido-5-(3-chloro-phenylsul-
phonyl)-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(3-chlorophenylsul-
phonyl)-phenyl]-N’,N'’-bis-methoxycarbonyl-guani-
dine, N-{[2-propionamido-5-(4-methoxy-phenylsul-
phonyl)-phenyl]-N’ ,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-( 3-methoxy-phenylsul-
phonyl)-phenyl]-N’,N’’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(4-methylthio-phenylsul-
phonyl)-phenyl]-N’  N'’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(3-methylthio-phenylsul-
phonyl)-phenyl}-N’,N"’-bis-methoxycarbonyl-guani-
dine,
phonyl)-phenyl]-N’,N'’-bis-methoxycarbonyl-guani-
dine, N-[ 2-propionamido-5-(4-acetyl-phenylsul-
phonyl)-phenyl]-N’,N'’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(3-cyanophenylsul-
g!mnyl )-phenyl}-N’,N’'-bis-methoxycarbonyl-guani-
ine,
phonyl)-phenyl]-N’,N'’-bis-methoxycarbonyl-guani-
dine, N-[2-propionamido-5-(4-acetylamino-phenylsul-
phonyl)-phenyl]-N’,N'’-bis-methoxycarbonyl-guani-

N-[2-propionamido-5-(4-cyanophenylsul- |

N-[2-propionamido-5-(4-propionyl-phenylsul-
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formis and Ostertagia circumcincta).

3. Strongylidae (for example Oesophagostomum co-
lumbianum).

4. Rhabditidae (for example Strongyloides rattt).

5. Ascaridae (for example Ascaris suum, Toxocara
canis and Toxascaris leonina).

6. Threadworms (for example Aspiculuris tetraptera).

7. Heterakidae (for example Heterakis spumosa).
- 8. Whipworms (for example Trichuris muris).

9. Filariae (for example Litomosoides carinii and
Dipetalonema witet).

10. Cestodes (for example Hymenolepis nana, Taenia
pisiformis and Echinococcus multilocularis).

The action of the compounds of the invention can be
conveniently observed in vivo by oral and patenteral
administration to test animals heavily infested with

- parasites.
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Hookworm test / sheep and dogs

Sheep experimentally infected with Bunostomum
trigonocephalum were treated after the end of the
prepatency period of the parasites. The amount of
active compound was administered orally as pure ac-
tive compound in gelatin capsules.

Dogs experimentally infected with Uncinaria steno-
cephala or Ancylostoma canium were treated after the
end of the pre-patency period of the parasites. The
amount of active compound was administered orally as
pure active compound in gelatin capsules.

The effectiveness is determined by counting the

worms expelled after the treatment and, after dissec-

tion, the worms surviving in the test animals, and calcu-
lating the percentage of worms expelled.

The active compounds tested, the dosages used and
the action can be seen from the table which follows,
which lists the active compounds and the minimum
dosage, in mg of active compound per kg of body
weight of the test animal, which reduces the worm |
infection of the test animal by more than 90%.

Table 1
Minimum effective dose
Compound (Red. > 90%) in mg/kg
Al Bunostomum trig. 2.5

O-e-

H-—co-ocua
-NH—C —NH=—CO=—0CHj,

NH—CO—CH,—CH,—CH,
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Table 1-continued

Minimum effective dose
Compound (Red. > 90%) in mg/kg

A2 Bunostomum trig. |
@—s NH—(I.'i—NH""CO"'OCH;,
N=—CO=—0CH,

NH—CO—C,H,

A3 Uncinaria sten. 5
@—SQNH—E—NH—CO_OCHJ Bunostomum trig. 1

N=—=CO=—0CH,
NH=—CO=—CH,—OCH,

Ad Bunostomum trig. 2.5
B T g S—
N=—CO—OCH,
N

H=CO=CH,—O0OCH,

control animals, and calculating the percentage action
therefrom.

Rats experimentally infected with Nippostrongylus Table 2 hists the active compounds and the minimum
muris were treated after the end of the pre-patency  dosage which reduces the worm infection of the test
period of the parasites. The amount of active com- 43 animals by more than 90%, in comparison to related
pound was administered orally as an aqueous suspen- preparations.
sion.

The effectiveness of the preparation is determined by
counting, after dissection, the worms which have re-
mained in the test animal, in comparison to untreated

Nippostrongylus muris—rats

Table 2
- Minimum effective dose
. Compound (Red. > 90%) in mg/kg
Bl 25
@—s NH—(|3=N—C0—0CH_-,
NH—CO-—OCH,
NH—CO=—CH,
B2 25
QS NH—CEN—CO“OCHa
NH==-CO-—0OCH,
NH=—CO=—CH,—OCH,
B3 — ()
N—CO=—OCH, 30
S NH—C\
NH=—CO=—QC,H;
- NH=—CO—C,H,
B4 S
_,}N COOCH, 50
S NH""C..\
NH—CO—O0OC,H,

NH—CO=—CH,~OCH,

Related preparations for comparison (known from DOS
(German Published Specification) 2,117,293):

Minimum effective dose
Compound (Red. >90%) in mg/kg

N—CO=OCH, =500
NH—C-~NH—CO—OCH,
NH—CO-~CH,

N~-CO—OCH, 500

1
@NH-C"NH—CO“OCH:,

NH—CO=—C,H,
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Stomach and intestine worm test/sheep

Sheep experimentally infected with Haemonchus

contortus or Trichostrongylus colubriformis were
treated after the end of the pre-patency period of the
parasites. The amount of active compound was admin-

istered orally as pure active compound in gelatme cap-
sules.

4,024,176
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The effectiveness is determined by quantitatively
counting the worm eggs, excreted with the faeces, be-
fore and after the treatment.

Complete cessation of the excretion of eggs after the
treatment denotes that the worms have been expelled
or have been so damaged that they can no longer pro-
duce any eggs (effective dose).

The active compounds tested and the effective dos-
ages (minimum effective dose) can be seen from Table

10 3.

Table 3

Minimum effective dose
(Red. > 90%) in mg/kg

Cl

C2

C3

C4

C5

Cé6

C7

C8

C9

C10

@—0 NH—C=N—CO—OCH,

NH=—CO—O0CH,
NH-CO—CH,

NH=—C=N=—CO=—OCH,
- NH=—CO=—OCH;
NH=—CO=CH,—CH,
N=—CO=0CH,
Q Nu—g—nu—-co—ocu,,

NH=—CO—CH,~—CH,—CH,

@—0 H---(::—NH—c::::--n-r.:,ﬁE
N —CO~=0CH,

NH=CO==CH,—CH,

@—o NH--C—N—CO—OCH,_ _
NH—CO C.H;

NH"""CO

@-s NH—C—N—CO'—OCH,
NH—CO—OCH,,
NH=—CO~CH,
| NH=—CO=—OCH,

l
NH—C=N=-CO—O0CH,

NH—ﬁ—NH"‘"‘CO—'OCH,-,
N*=CO=—0CH,

NH=CO=—C;H,

H""CO C,sH,

NH"‘CO C:H,
S NH "C
N —CO=—0CH,

NH—CO—CH,

NH-C—N—CO—OCHa
| NH""'CO""‘OCH;
H-,C'O

NH=—CO=—CH,

Haemonchus cont. 5
Trichostrong. col. 5

Haemonchus cont. 2.5
Trichostrong. col. 2.5

Haemonchus cont. 2.5
Trichostrong. col. 2.5

Haemonchus cont. §
Trichostrong. col. 5

Haemonchus cont. 5

Haemonchus cont. 2.5
Trichostrong. col. 2.5

Haemonchus cont. 2.5

- Trichostrong col. 2.5

- Haemonchus cont. 0.5

Trichostrong. col. 1|

Haemonchus cont. 2.5
Trichostrong. col. §

Haemonchus cont. 5




Cll

Cl2

Cl3

Cis

Cli5

Clé

Cl17

Ci8

Cl9

C20
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- Table 3-continued

@— —Q—- H—CO=—C,H;

NH —C—N """CO"'"OCH;
NH—CO—OCH,

NH—CO—OCH;,

NH=CO=~CH,

@. o~ rrmco=on

H—c--NH—Co—C,H_..
N—co—ocu,

#N =—CO—0CH,
S NH=C__
NH=CO-~0OCH,

NH=-CO=CH,=OCH,
N—COOCH,§

S NH"'C
\
NH~CO—C,H;

NH=—CO=—C,H,
#N =—CO0—0CH,
S NH=—C ~
NH=—CO—C,H,
NH=CO=—C,H;

_N—CO—0CH,

NH—C::
NH=—CO=—0C,H,

NH=—CO—CH,;—OCHj
_N—CO—OCH,
NH""C |
NH=—CO=—OCH,
NH—CO—C;H,
N"‘CO-OCH,_
CH —CO_HNAO’ H_C
NH_CO_OCH;
NH~CO~=C,H,
,N-—co—ocu,
O~
H_CO-'OCH;
NH=CO=—CH;~0OCH;

Q QNH_CO"%H, o
_N—COOCH, '

NH—CZ
.
NH=CO—C,H;

@—0 NH—ﬁ—NH—co—OCH,“
N=—CO—O0CH,

NH=—CO—CH,—OCH,

36

Haemonchus cont. 5§ et
Trichostrong. col. | T

Haemonchus cont. 2.5
Trichostrong. col. 2.5

Trichostrong. col. 3

‘Haemonchus cont. 10

Haemonchus cont. 0.5
Trichostrong. col. |

Haemonchus cont. 2.5
Trichostrong. col. 2.5

Haemonchus cont. 2.5
Trichostrong. col. 2.5

Haemonchus cont. |

Trichostrong. col. 2.5

Trichostrong. col. 5

Haemonchus cont. 2.5

Haemonchus 2.5

Trichostrong. col. §

Haemonchus cont. 2.5
Trichostrong. col. 2.5
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Table 3-c0ntinued
,N—co-—ocna
NH—CZ
NH""'CO"""OCH_-.;
NH—CO=—C;H,,
C24 __N—CO—OCH;
@—s NH—CZ
S NH=CO—OCHj4
NH=—CO=—C H,

€25 _N—CO—OCH;
S NH=CZL
“NH—CO=OCH,

NH=CO—C__

C23 Haemonchus cont. 1

Haemonchus cont. |

Haemonchus cont. 2.5

CH,

Haemonchus cont. 2.5

| ~—CO=OCH |
NH—C N co s ; Trichostrong. col. 2.5
NH"’CO"""OCH;. L B J -

C26

O~
| H—CO"CH,"'_O
C27 : () ' Haemonchus cont. |
0—0C -
@—S NH—"CIN ¢ Ha L Trichnstmng, col. |
NH—CO"'OCH;, | |
NH=—CO—CH,—0C;H, -

C28 0 Haemonchus cont. |

| | ,,;,,N‘_CO_-OCH:: . " Trichostrong. col. |
S ~NH=CZ . .-
T SNH=CO=OCH;"* -~ -~
NH=—CO—C,H;
C29 O | N . o . Haemonchus cont. 0.5
| #N_CO—OCHa o | Trichostrong. col. 1

Z
X
l
O
/

NH=—CO=-CH;—OCH,

C30 Haemonchus cont. |

NH==CO—OCH,

o=§n=o
A
.
i
»
/ \
Z
|
O
o
.
-
O
&

NH=—CO=C,H,

Haemonchus cont. 5

C31 ZN—CO—0CH,

NH""'C\

NH=—CO=—OCH,

NH=—CO~C,H,

C32 ZN—CO —OCH,
~SNH=—CO=—O0CH,

NH—CO— C,H-,

€33 __,.-N"'CO —OCH,
NH —COf“O.CHa

NH—CO ""C,H-,-

C34 _N—CO— OCH, .
S A
“NH=CO=—C,H,

NH=—CO—CH,—0C;H;

Haemonchus cont. 5

Haemonchus cont. 2.5

Haemonchus cont. 2.5

Related preparations for comparison (known from DOS
German Published Specification) 2,117,293
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Compound

lﬁ"‘CO—OCHa
NH=—C=—NH—CO—O0CH,

NH—CO—CH,

| N=—CO=O0OCH,

@NH—C—NH—C(J—OCH,

NH=CO—C,H,

Table 3-continued

40

Minimum effective dose
(Red. > 90%) in mg/kg

Haemonchus cont. > 100
Trichostrong. col. 50

Haemonchus cont. 50
Trichostrong. col. 10

Ascarid test/dogs and rats

Dogs naturally or experimentally infected with Tox-
ascaris leonina were given the amount of active com-
pound administered orally as pure active compound in
gelatine capsules.

The effectiveness is determined by counting the
worms expelled after the treatment and, after dissec-
tion, the worms surviving in the animals, are calculated
in percentage of worms expelled.

Rats experimentally infected with Ascaris suum were
treated 2 to 4 days after infection. The amount of ac-

15

20

tive compound was administered orally as an aqueous
suspension.

The effectiveness of the preparation is determined by
counting, after dissection, the worms which have re-
mained in the test animal in comparison to untreated
control animals and calculating the percentage action
therefrom. |

Table 4 lists the active compounds and the minimum
dosage which reduces the worm infection of the test
animals by more than 90%, in comparison to related
preparations.

Table 4
Minimum effective dose
Compound (Red. 90%) in mg/kg
N —~CO=—0CH, Toxascaris 25
leonina
" O o~Q-w--—co—ocn
NH*==CO=—CH,—CH,™CH,
D2 Ascaris suum- 25
B
NH —CO""'OCHH
D3 Ascaris suum- 50
NH—(i“=1~~:—c‘::v—-f::oc,ﬂ5 Larv.
NH=—CO=—O0OCH,
NH—CQ—CH, -
Toxascaris 5
D4 N —CO—O0OCH, Ascaris suum- 100
@_ NH """C Larv.
NH —CO—0OC,H,4
NH=—CO~—CH,—OCH,
Toxascaris 5
D5 N—CO=—O0CH, Ascaris summ 25
@ NH— C Larv.
NH—CO—QCH,
NH ""'(.‘.(]‘l—"(L‘H,"-{Z)CH;,l
D6 N=—CO=—0OCH, Ascaris suum 50
@_ NH —C Larv.
NH —CO—C,H,
NH=-CO—C_,H,
D? N"'"CO_OCH Ascaris suum 50
A
NH -=CO—0QC.H,
NH=—CO—C.H,
D8 N—CO"-OCH Ascaris suum 50
@_ NH —C Larv.
NH —CO—OCEH,.

NH"""'CO"“CH;,

Related preparation for comparison (known from DOS (German
Published Specification) 2,117,293)

Minimum effective dose
(Red.<90%) in mg/kg

N—CO "-'ti.'JICH-,i inactive

Il
NH—C—NH—CO=—0QCH,

NH—CO~—CH,
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Table 4-continued

| Minimum effective dose
Compound - . (Red. 90%) in mg/kg

N-CO _OCH; o inactive

' NH—c—NH—co—ocn,

sntes The amount of active compound 1S admlmstered

ASplculurls tetraptera / mlce orally as an aqueous suspension.

Mice natura]ly infected with Aspwulum tetraptera . The effectiveness of the preparation is determined by
were treated after the end of the pre-patency period of counting, after dissection, the worms which have re-
the parasites. ORT mained in the test animal in comparison to untreated

The amount of active compound was admlmstered control animals and calculating the percentage action
orally as an aqueous suspenston. therefrom. The results are shown in Table 6.

- Table 6

| Minimum effective dose
Compound (Red. >90%) in mg/kg

_NH==CO=CH, 300
" O
“SN=COOCH,

NH=—CO—CH,

,N—CO—OCH:, 500
" O
“NH—CO=O0CH,

NH=—CO-=CH,—O0CH,

) o | S . 30 The compounds of the invention are employed to
The effectiveness of the preparation is determined by ~ combat helmintic infestations, both prophylactically

coonting, after c!isseotion, 'the worms which have re- and therapeutically, in humans and other animals
mained In 'the test animal, In comparnson to untreayed through administration thereto of an anthelmintically
control animals, and calculating the percentage action effective amount of one or more compounds. Generally

therefrom. The results are shown in Table 5. 35 such an amount will range from about 0.1 mg/kg to
Table 5 about 50 mg/kg of body weight, depending upon the
e stage and severity of the infestation. This range is of
effective doge course merely a guideline and the actual dose should be
| | (Red. 90%) titrated to the recipient keeping in mind his age, gen-
Compound inmg/kg 40 eral health and body weight, the response to treatment
50 - and the type of formulation. At times less than 0.1
@- NH-C-*N-CO—OCHa | mg/kg will suffice while at others more than 50 mg/kg
NH--co--OCH | can be indicated. The total daily dose thus will gener-
3
NH=—CO=—CH, | ally be from about 5 mg to about 5 g, although here
.—-'N-CO-OCH:: 23 45 again this is merely a guideline.
@“ H_C - The compounds of the present invention are adminis-
C\-( NH=—CO=C,H, .
| tered parenterally or orally in any of the usual pharma-
NH-CO_C’H_“ . a6 ceutical forms. These include solid and liquid oral unit
Q H_C-"’ N=CO—OCH, dosage forms such as tablets, capsules, powders, sus-
NH=—CO—C,H, 50 pensions, solutions, syrups and the like, including sus-
NH—CO—C,H | | tained release preparations, and fluid injectable forms
-7 - - . -
50 such as sterile solutions and suspensions. The term unit
Q NH—CO—C,H, dosage form as used in this specification and the claims
__N—co—ocH, n_efer to physioally discrete uni'ts to be admioistered‘in
NH—CcZ | 55 single or multiple dosage to animals, each unit contain-
" i *(*k-CO?OC'r[l;OS Ing a predetermined quantity of active material in asso-
nown preparaiion 10r CDI’I‘IPRI‘ISGH nown irom . o . . . . .
(German Published Specification) 2,117,293 B ciation with the required diluent, carrier or vehicle.

Minimum effective dose ~ The quantity of active material is that calculated to
(Red. >90%) n mg/kg - produce the desired therapeutic effect upon adminis-

e {3 () e inactive . .
ﬁ CO—OCH, - 60 tration of one or more of such units.
@NH—C—NH—C()-OCH; | Powders are prepared by comminuting the com-
NH~=CO—CH | pound to a suiable fine size and mixing with a similarly
3

comminuted diluent pharmaceutical carrier such as an

edible carbohydrate material as for example, starch.

65 Sweetening, flavoring, preservative, dispersing and
| | coloring agents can also be present.

Test animals experimentally infected with H.nana are Capsules are made by preparing a powder mixture as

treated after the end of the pre-patency of the para- described above and filling formed gelatin sheaths. A

Hymenolepis nana/mice
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lubricant such as talc, magnesiuin stearate and calcium

stearate can be added to the powder mixture as an

adjuvant before the filling operation; a glidant such as
colloidal silica may be added to improve flow proper-
ties; a disintegrating or solubilizing agent may be added
to improve the availability of the medicament when the
capsule is ingested.

Tablets are made by preparing a powder mixture,
granulating or slugging, adding a lubricant and disinte-
grant and pressing into tablets. A powder mixture is
prepared by mixing the compound, suitably commi-
nuted, with a diluent or base such as starch, sucrose,
kaoline, dicalcium phosphate and the like. The powder
mixture can be granulated by wetting with a binder as
syrup, starch paste, acacia mucilage or solutions of
cellulosic or polymeric materials and forcing through a
screen. As an alternative to granulating, the powder
mixture can be run through the tablet machine and the
resulting imperfectly formed slubs broken into gran-
ules. The granules can be lubricated to prevent sticking
to the tablet forming dies by means of the addition of
stearic acid, a stearate salt, talc or mineral oil. The
fubricated mixture is then compressed into tablets. The
medicaments can also be combined with free flowing
inert carriers and compressed into tablets directly with-
out going through the granulating or slugging steps. A
protective coating consisting of a sealing coat of shel-
lac, a coating of sugar or polymeric material and a
polish coating of wax can be provided. Dyestuffs can be
added to these coatings to distinguish different unit
dosages. | -

Oral fluids such as syrups and elixirs can be prepared
in unit dosage form so that a given quantity, e.g., a
teaspoonful, contains a predetermined amount of the
compound. Syrups can be prepared by dissolving the
compound in a suitably flavored aqueous sucrose solu-
tion while elixirs are prepared through the use of a
non-toxic alcoholic vehicle. Suspensions can be formu-
lated by dispersing the compound in a non-toxic vehi-
cle in which it is insoluble.

Fluid unit dosage forms for parenteral administration
can be prepared by suspending or dissolving a mea-
sured amount of the compound in a non-toxic liquid
vehicle suitable for injection such an agueous or oleagi-
nous medium and sterilizing the suspension or solution.
Alternatively a measured amount of the compound is
placed in a vial and the vial and its contents are steril-
ized and sealed. An accompanying vial or vehicle can
be provided for mixing prior to administration.

The following examples will serve to further illustrate
the compound of the invention and the methods of
preparation without being a limitation on the scope
thereof, the scope being defined solely by the appended
claims. |

EXAMPLE 1

NH=—CO=—CH,

~N=—COOCH,
NH—CZ
NH-COOCH,

- 24.2 g (0.1 mol) of 2-amino-5-phenoxy-acetanilide
of melting point 120° C together with 20.6 g (0.1 mol)
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of N,N’-bis-methoxycarbonyl-isothiourea-S-methyl-
ether and 2.6 g (0.015 mol) of p-toluenesulphonic acid
in 200 ml of absolute methanol are boiled for 3 hours
with stirring under reflux. The mixture is then filtered
hot and after cooling the N-(2-acetamido-4-phenoxy-
phenyl)-N’,N’’-bis-methoxycarbonyl-guanidine which
has crystallized out is filtered off, rinsed with ether and
dried in a high vacuum; melting point 168° C, yield 27
g = 67.5% of theory.

Additional product can be obtained from the mother
hquor. )
- The following reactants are allowed to react in a
fashion analogous to Example 1 to yield the following
products: "

2-amino-5-phenoxy-acetanilide and N,N’-bis-ethox-
ycarbonylisothiourea-S-methyl-ether gave N-(2-
acetamido-4-phenoxyphenyl)-N',N"'-bis-ethoxycar-
bonyl-guanidine of melting point 159° C;
2-amino-5-phenoxy-acetanilide and  N,N’-bis-iso-
propoxycarbonyl-isothiourea-S-methyl-ether  gave
N-(2-acetamido-4-phenoxyphenyl)-N’,N"’-bis-iso-
propoxycarbonyl-guanidine of melting point 165° C;
2-amino-5-phenoxy-propionanilide of melting point
122° C and N,N’-bis-methoxycarbonyl-isothiourea-S-
methyl-ether gave N-(2-propionamido-4-phenoxy-
phenyl)-N’ N'’-bis-methoxycarbonyl-guanidine  of
melting point 143° C;
2-amino-5-phenoxy-propionanilide and  N,N’-bis-
ethoxy-carbonyl-isothiourea-S-methyl-ether  gave
N-(2-propionamido-4-phenoxyphenyl)-N’,N’’-bis-
ethoxycarbonyl-guanidine of melting point 167° C;
2-amino-5-phenoxy-propionanilide and N,N’-bis-iso-
propoxycarbonyl-isothiourea-S-methyl-ether  gave
N-(2-propionamido-4-phenoxy-phenyl)-N’,N’’-bis-
iso-propoxycarbonyl-guanidine of melting point 161°
C; . |
2-amino-S-phenoxy-butyranilide of melting point 118°
C and N,N’-bis-methoxycarbonyl-isothiourea-S-
‘methyl-ether gave N-(2-butyramido-4-phenoxy-
phenyl)-N’ N''-bis-methoxycarbonyl-guanidine  of
melting point 136° C;
2-amino-5-phenoxy-butyranilide and N,N’-bis-ethoxy-
carbonyl-isothiourea-S-methyl-ether gave N-(2-
butyramido-4-phenoxyphenyl)-N’,N’’-bis-ethoxycar-
bonyl-guanidine of melting point 142° C;
2-amino-5-phenoxy-butyranilide and N,N’-bis-iso-
propoxycarbonyl-isothiourea-S-methyl-ether  gave
N-(2-butyramido-4-phenoxyphenyl)-N’ N’’-bis-iso-
propoxycarbonyl-guanidine of melting point 163° C;
2-amino-S5-phenoxy-benzanilide of melting point 140°
C and N,N’-bis-methoxycarbonyl-isothiourea-S-
methyl-ether gave  N-(2-benzamido-4-phenoxy-
phenyl)-N’,N’’-bis-methoxy-carbonyl-guanidine of
melting point 157° C;
2-amino-5-phenoxy-benzanilide and N,N’-bis-ethoxy-
carbonyl-isothiourea-S-methyl-ether gave N-(2-ben-
zamido-4-phenoxyphenyl)-N’,N"’-bis-ethoxycarbo-
nyl-guanidine of melting point 141° C;
2-amino-5-phenoxy-benzanilide and  N,N’-bis-iso-
propoxycarbonyl-isothiourea-S-methyl-ether  gave
N-(2-benzamido-4-phenoxyphenyl)-N’,N’’-bis-iso-
propoxycarbonyl-guanidine of melting point 188° C;
2-amino-5-phenoxy-cyclohexanecarboxylic acid ani-
lide of melting point 142° C and N,N’-bis-methox-
ycarbonyl-isothiourea-S-methyl-ether gave N-(2-
cyclohexanecarbonamido-4-phenoxy-phenyl)-N’,-
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I;IS"S-Pié-methoxycarbonyl-guanidine of melting point

2-amino-5-phenoxy-cyclohexanecarboxylic acid ani-
ide and N,N’-bis-ethoxycarbonyl-isothiourea-S-
methyl-ether gave N-(2-cyclohexanecarbonamido-4- 5
phenoxy-phenyl)-N’,N’’-bis- ethoxycarbonyl—guam-
dine of melting point 132° C;

2-amino-5-phenoxy-methoxyacetanilide of melting
point 93° C and N,N’-bis-methoxycarbonyl-isothi-
ourea-S-methyl-ether gave N-(2-methoxyacetamido-
4-phenoxy-phenyl)-N’,N"'-bis-methoxycarbonyl-
guanidine of melting point 145° C;

2amino-5-(3-chloro-phenoxy)-acetanilide and N,N’-
bis-methoxycarbonyl-isothiourea-S-methyl-ether
gave N-[2-acetamido-4-(3-chloro-phenoxy)- 15
phenoyl]-N ,N'’-bis-methoxy- carbonyl guanidine of
melting point 160°-161° C;

2-amino-3-( 3-chloro-phenoxy)- butyramllde and N ,N'-
bis-methoxy-carbonyl-isothiourea-S-methyl-ether
gave N-{2-butyramido-4-(3-chloro-phenoxy)- 20
phenyl]-N’,N’’-bis-methoxycarbonyl-guanidine  of
melting point 163° C;

2-amino-5-(4- chloro-phenoxy) -acetanilide of melting
point 150°~151° C and N,N’-bis-methoxycarbonyl-
isothiourea-S-methyl-ether gave N-[2-acetamido-4-
(4-chloro-phenoxy)- phenyl]-N JN'’-bis-methoxycar-
bonyl-guanidine of melting point 170° C,;

2-amino-5-(4-chloro-phenoxy)- butyramhde of melting
poing 101° and N,N’-bis-methoxycarbonyl-isothi-
ourea-S-methyl-ether gave N-{2-butyramido-4-(4-
chloro-phenoxy)-phenyl}-N’,N’’-bis-methoxycarbo-
nyl-guanidine of melting point 201° C;

2-amino-5-(3-fluoro-phenoxy)-butyranilide of melting
point 121° C and N,N’-bis-methoxycarbonyl-isothi-
ourea-S-methyl-ether gave N-[2-butyramido-4-(3- 35
fluoro-phenoxy)-phenyl]-N’,N"’-bis-methoxycarbo-
nyl-guanidine of melting point 138° C;

2-amino-5-(3-fluoro-phenoxy)-methoxyacetanilide of
melting point 106° C and N,N’-bis-methoxy-carbo-
nyl-isothiourea-S-methyl-ether gave N-[2-methox- 40
yacetamido-4-(3-fluorophenoxy)-phenyl]-N’,N"’-
bis-methoxycarbonyl-guanidine of melting point 148°
&

2-amino-5-(3-methoxy-phenoxy)-acetanilide of melt-
ing point 107°-108° C and N,N’-bis-methoxycarbo-
nyl-isothiourea-S-methyl-ether gave N-[2-
acetamido-4-(3-methoxy-phenoxy)-phenyl]-N’, N''-
bis-methoxycarbonyl-guanidine of melting point 164°
G

2-amino-5-(3-methoxy-phenoxy)-propionanilide ~ of 50
melting point 129°~130° C and N,N’-bis-methoxycar-
bonyl-isothiourea-S-methyl-ether gave N-[2-pr0-
pionamido-4-(3-methoxy-phenoxy)-phenyl]-N’,N"'-
bis-methoxycarbonyl-guanidine of melting point
133°-134° C,;

2-amino-5-( 4-methyl-phenoxy)-propionanilide of melt-
ing point 125° C and N,N'-bis-methoxycarbonyl-iso-
thiourea-S-methyl-ether gave N-[2-propionamido-4-
(4-methyl-phenoxy)-phenyl}-N’,N"'-bis-methoxycar-
bonyl-guanidine of melting point 165°-166° C,;

2-amino-5-(4-methyl-phenoxy)-butyranilide of melting
point 122° C and N,N’-bis-methoxycarbonyl-isothi-
ourea-S-methyl-ether gave N-[2-butyramido-4-(4-
methyl-phenoxy)-phenyl ]-N’ N’’-bis-methoxycarbo-
nyl-guanidine of melting point 161°-162° C;

2-amino-5-(4-acetamino-phenoxy)- proplonamhde
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melting point 200° C and N,N’-bis-methoxycarbonyl-
isothiourea-S-methyl-ether gave N-[2-propionamido-

46
4-(4-acetamido-phenoxy)-phenyl]-N",N"’-bis-

methoxycarbonyl-guanidine of melting point
197°-199° C;
2-amino-5-(4-acetamino-phenoxy)-butyranilide of

melting point 150° C and N,N’-bis-methoxycarbonyl-

isothiourea-S-methyl-ether gave N-[2-butyramido-4-
(4-acetamido-phenoxy)-phenyl]-N',N"'-bis-methox-
ycarbonyl-guanidine of melting point 190° C;
2-amino-5-(4-cyano-phenoxy)-butyr-anilide and N N'-
bis-methoxycarbonyl-isothiourea-S-methyl-ether
gave N-[2-butyramido-4-(4-cyano-phenoxy)-
phenyl]-N’,N'’-bis-methoxycarbonyl-guanidine;
2-amino-5-(4-fluoro-phenoxy)-butyr-anilide and N,N'-
bis-methoxycarbonyl-isothiouréa-S-methyl-ether
gave N-[2-butyramido-4-(4-fluoro-phenoxy)-
phenyl]-N’,N"’-bis-methoxycarbonyl-guanidine;
2-amino-5-(4-acetyl-phenoxy)-butyr-anilide and N,N’-
bis-methoxycarbonyl-isothiourea-S-methyl-ether
gave N-{2-butyramido-4-(4-acetyl-phenoxy)-
phenyl]-N’,N’’-bis-methoxycarbonyl-guanidine;
2-amino-5-(3-acetyl-phenoxy)-butyr-anilide and N,N'-
bis-methoxycarbonyl-isothiourea-S-methyl-ether
gave N-[2-butyramido-4-( 3-acetyl-phenoxy)-
phenyl]-N’ ,N"’-bis-methoxycarbonyl-guanidine;
2-amino-5-(4-methylthio-phenoxy)-butyranilide
N,N’-bis-methoxycarbonyl-isothiourea-S-methyl-
ether gave  N-[2-butyramido-4-(4-methylthio-
phenoxy )-phenyl],N’’-bis-methoxycarbonyl-guani-
dine;
2-amino-5-( 3-trifluoromethyl-phenoxy)-butyranilide
and N,N’-bis-methoxycarbonyl-isothiourea-S-meth-
yl-ether gave N-[2- butyramldo -4-(3-trifluoromethyl-
phenoxy)-phenyl]-N’,N"’'-bis-methoxycarbonyl-
guanidine.

and

EXAMPLE 2

NH=—=CO—CH,

_NH—CO—C,H;
NH—C~
™
N—COOCH,

24.2 g (0.1 mol) of 2-amino-5-phenoxy-acetanilide
together with 22 g (0.1 mol) of N-methoxycarbonyl-
N’-propionyl-isothiourea-S- -methyl-ether and 2.6 g
(0.015 mol) of p-toluene-sulphonic acid in 200 ml of
absolute methanol are boiled for 3 hours with stirring
under reflux. The mixture is then filtered hot and after
cooling the N-(2-acetamido-4-phenoxy-phenyl)-N'-
methoxycarbonyl-N'’-propionyl-guanidine which has
crystallized out is filtered off, well rinsed with ether and
dried in a high vacuum; melting point 134° C, yield 20
g = 50% of theory. The yield can be increased by work-

- ing up the mother liquor.

The following reactants are allowed to react in a
fashion analogous to Example 2 to yield the following

products:

2-amino-5-phenoxy-propion-anilide and N-methox-
ycarbonyl-N'-propionyl-isothiourea-S-methyl-ether
gave N-(2-propionamido-4-phenoxy-phenyl)-N'-
methoxycarbonyl-N''-propionyl-guanidine of melt-
ing point 132° C;




4,024,176

47

2-amino-5-phenoxy-butyranilide and N-methoxycarbo-
nyl-N'-propionyl-isothiourea-S-methyl-ether  gave
N-(2-butyramido-4-phenoxy-phenyl)-N-methox-
ycarbonyl-N''-propionyl-guanidine of melting point
125° C;

2-amino-3-phenoxy-benzanilide and N-methoxycarbo-
nyl-N'-propionyl-isothiourea-S-methyl-ether  gave
N-(2-benzamido-4-phenoxy-phenyl)-N’'-methox-
ycarbonyl-N"'-propionyl-guanidine of melting point
151° C;

2-amino-5-phenoxy-cyclohexanecarboxylic acid ani-
Iide and N-methoxycarbonyl-N'-propionyl-isothi-
ourea-S-methyl-ether gave N-(2-cyclohexane-car-
bonamido-4-phenoxy-phenyl)-N'-methoxycarbonyl-
N’'-propionyl-guanidine of melting point 139° C;

2-amino-5-phenoxy-acetanilide and N-ethoxycarbonyl-
N’-benzoyl-isothiourea-S-methyl-ether gave N-(2-
acetamido-4-phenoxy-phenyl)-N’-ethoxycarbonyl-
N'’-benzoyl-guanidine of melting point 179° C;

2-amino-5-phenoxy-butyranilide and N-methoxycarbo-
nyl-N’-cyclohexylcarbonyl-isothiourea-S-methyl-
ether gave N-(2-butyramido-4-phenoxy-phenyl)-N'-
methoxycarbonyl-N''-cyclohexylcarbonyl-guanidine
of melting point 146° C;

2-amino-5-phenoxy-butyranilide and N-methoxycarbo-
nyl-N'-ethoxy-methylcarbonyl-isothiourea-S-methyl-
ether gave N-(2-butyramido-4-phenoxy-phenyl)-N’-
methoxy-carbonyl-N'’'-ethoxymethylcarbonyl-guani-
dine of melting point 137° C,;

2-amino-5-(3-chloro-phenoxy)-acetanilide and N-
methoxy-carbonyl-N’-propionyl-isothiourea-S-meth-
yl-ether gave N-[2-acetamido-4-(3-chloro-phenoxy)-
phenyl}-N’'-methoxy-carbonyl-N'’-propionyl-guani-
dine of melting point 163° C;

2-amino-35-( 3-chloro-phenoxy)-butyranilide and N-
methoxy-carbonyl-N’-propionyl-isothiourea-S-meth-
yl-ether gave N-[2-butyramido-4-(3-chloro-phenox-
y)-phenyl}-N’-methoxy-carbonyl-N'’-propionyl-
guanidine of melting point 163° C,;

2-amino-5-(4-acetamido-phenoxy)-propion-anilide
and N-methoxycarbonyl-N'‘-propionyl-isothiourea-S-
methyl-ether gave N-[2-propionamido-4-(4-
acetamido-phenoxy)-phenyl]-N’-methoxycarbonyl-
N'’-propionyl-guanidine of melting point 190° C;

2-amino-5-(4-acetamido-phenoxy)-butyranilide  and
N-methoxycarbonyl-N'-propionyl-isothiourea-S-
methyl-ether gave N-[2-butyr-amido-4-(4-
acetamido-phenoxy)-phenyl]-N’-methoxycarbonyl-
N*’-propionyl-guanidine of melting point 178°-180°
Ok

2-amino-5-(4-methyl-phenoxy)-butyranihide and N-
methoxy-carbonyl-N"-propionyl-isothiourea-S-meth-
yl-ether gave N-[2-butyramido-4-(4-methyl-phenox-
y)-phenyl]-N’'-methoxy-carbonyl-N'’-propionyl-
guanidine of melting point 135° C.

EXAMPLE 3

0O NH=—CO—C,H;

_N—COOCH,
NH—CZ
NH—COOCH,

12.8 g (0.05 mol) of 2-amino-4-phenoxy-propionani-
lide (melting point 110°-111°C) in 100 m! of methanol
are heated with 10.3 g (0.05 mol) of N,N’-bis-methox-
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ycarbonyl-isothiourea-S-methyl-ether, with the addi-
tion of 1 g of p-toluenesulphonic acid, for 3 hours
under reflux. After cooling, the precipitate is filtered
off and washed with ether, and after drying 11.1 g of
N-(2-propionamido-5-phenoxy-phenyl)-N',N"’-bis-
methoxycarbonyl-guanidine @ of  melting  point
148°-149° C are obtained.

EXAMPLE 4

In a fashion analogous to that described in Example
3, N,N’-bis-methoxycarbonyl-isothiourea-S-methyl
ether and N-methoxycarbonyl-N’-propionyl-isothi-
ourea-S-methyl ether are individually reacted with 2-
amino-4-phenoxy-acetanilide to yield respectively N-
(2-acetamido-5-phenoxyphenyl)-N’,N'’-bis-methox-
ycarbonyl-guanidine, m.p. 181°-182° C and N-(2-
acetamido-5-phenoxyphenyl)-N’-methoxycarbonyl-
N'’-propionyl-guanidine, m.p. 161°-163° C.

By utilizing 2-amino-4-phenoxy-propionanilide with
the foregoing isothiourea-S-methyl ethers, there are
respectively obtained N-(2-propionamido-5-phenoxy-
phenyl)-N’,N"'-bis-methoxycarbonyl-guanidine, m.p.
164° C, and N-(2-propionamido-5-phenoxyphenyl)-N'-
methoxycarbonyl-N''-propionyl-guanidine, m.p.
155°-156° C.

EXAMPLE 15

In a fashion analogous to that described in Example
3, the following compounds are obtained from the
corresponding anilide and isothiourea-S-methyl-ether:

O NHCOR!*
R!
NH —(f =—NCOOR?*
NCORS
R? R* R RS
H propyl ethyl ethoxy
H methyl methy! ethoxy
H methyl methyl methoxy
H methyl methyl methoxy
H methyl methyl allyloxy
H methyl methyl propargyloxy
H methyl methyl methoxy
H methyl methyl methoxy
H methoxymethyl methy] methoxy
H phenoxymethyl methyl methoxy
H propyl methyl propionyl
4-methyl propyl methyl methoxy
3-methyl propyl methyl methoxy
Z2-methyl propyl methyl methoxy
4-chloro propyl methyl methoxy
3-chloro propyl methyl methoxy
4-ethyl propyl methyl methoxy
3-methylthio propyl methyl methoxy
3-methoxy propyl methyl methoxy
3-trifluoromethyl propyl methyl methoxy
3,5-dimethyi propyl methyl methoxy
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EXAMPLE 6 -continued
| R? R* . .~ R3 RS m.p.(° C)
H C.H, CH; OC,H, 128
5 H CHHT_ CH; ' C=H5 127
S H CH, CH, OCH, 137
H C*H‘iw CH3 OCH:; 145
H OC.H; CH; OCH; 159
| H CyH,, CH, OCH, 127
NH~CO~~C;H, H CsH,, CH, C,H; 122
H C.Hs CH; C,H, 160
— » I
NH=—C_ . CH,
NH=~COOCH, H . CH(CHy), CH; OCH, 161
H CH,OCH, CH, OCH, 129-130
14.3 g (0.05 mol) of 2-amino-5-phenylthio-butyrani- 1 CHocaTE: G oo 144146
lide (melting point 152° C) in 100 ml of methanol are 15 4-cH, . C.H, CH, OCH, 171
heated with 10 g (0.05 mol) of N,N'-bis-methoxycar- 2-Cl C.H, CH, OCH, 144
. . . ., . 4-Br C;]HT CH:; OCH:; 176
bonyl-isothiourea-S-methyl-ether, with addition of | g 4-C,H, C.H, CH, OCH, 167
of p-toluenesulphonic acid, for 3 hours. After working 2,5-(OCHy), C,H; CHy OCH, 142
up analogously to Example 3, 13.8 of N-(2- 4-CHs CsH. CHa Gl 110
P Ogously Xamp y 19:0 B 4-Cl C3H, CH, OCH, 176
butyramido-4-phenylthio-phenyl)-N’ ,N’'-bis-methoxy- 20 4-Cl C.H, CH; C.H, 155
- Rt alt3 O 0 . 2-C} C,H CH, OCH, 154
ca_rbonyl guanidine of melting point 155° C are ob el CH,OCH, cH. OCH' 138
e g Teuew  Gw  Gw oon
| - -CH,,4-Br aHg 3 3
EXAMPLE 7 3-CH,,4-Br CH,OCH, CH; OCH, 141
| ks - 4-C,H C.H CH, OCH 155
. | | “ally 2its 3 3
In a fashion analogous to that of Example 6, the 25 4-C,H, CH,OCH,; CH, OCH, 126
appropriate N,N’-disubstituted isothiourea-S-methyl-  }&7 ety i ggg: 129
. . g a “ - | 2 3 3
ethers and 2-amino-5-phenylthio-anilides are reacted 2-0C,H, C,H, "CHy OCH, 128
to give the following compounds: 2-0C,H, CH,OCH, CH, OCH, 110
E ving P 2-COOCH; C,H; CH, OCH, 138
2-COOCH;, C,H, CH; OCH, 158
30 2-COOCH; CH,OCH, CH; OCH; 135
NCOOR? H CH,OCH, CH; OC,H, 125-127
n H CH,OCH, CH, C,H, 138-140
NH—C~—NHCOR* H CH,—~0=—C,H, CH, C:H; 111
4-OCH, CsH; - CH, OCH, 185
. 3-OCH, CsH; CH; OCH, 160
R 4-F CH,OCH, CH, OCH; 127
In this example and in Examples 8, 10, 12, 14, 16.and :‘gr g:i-ll{"'--o-cu gg“ g'g_’in :?2"37
» - . . - . - 2 3 3
18, R is hydrogen unless otherwise indicated by the 3-Cl CsH, CH; OCH, 129
sote \' ¥ bsi n r 2. 3-Cl CHg_O-CH; CH, OCH;; 124
listing of two su | tituents u., der R +.C(CHy), i CH. OCH. 169
- . 40
a = - T oo o EXAMPLE 8
H CH, . CHy OCH, 160 A
g ggn | ggn 8'(:’;‘;1 :ﬁ-iig In a fashion analogous to that described in Example
H CyH, CH. OCH, 176 6, the following compounds are obtained from the
H CsHs CH, C;Hy 130 corresponding anilide and isothiourea-S-methyl-ether:
lﬁcoon5
S NHC=—~NHCOR?®
R? NHCORS
" R? R* RS RS
" H ethyt methyl ethoxy
H methyl methyl methoxy
H hexyl methyl methoxy
H ethyl methyl allyloxy
H ethyl methyl propargyloxy
H ethyl methyl 2-methylprop-2-enyloxy
H ethyl ‘allyl allyloxy
H cyclopentyl methyl methoxy
| ;—l - cyclnl;exyl meﬁyl met:nxy
-methyt propy methyl methoxy
~ 3-methyl propyl methyl methoxy
2-methyl propyl methyl methoxy
;-cll::nm etll:y: metll:y: me&nxy
~J-chloro ethyl methyl methoxy
4-acetamido ethy! methyl methoxy
3,4-dichloro propyl methyl  methoxy
4-butyl propyl methyl methoxy
3-methyl-4-bromo ethyl methyl methoxy
3-trifluoromethyl propyl methyl methoxy
4-butyl methoxymethyl methyl methoxy
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-continued
IﬁCOOR"
S NHC=NHCORS*
R? NHCOR*
R? R* RS R¢
3-methoxy methoxymethyl methyl methoxy
2,4-dimethyl propy]l methyl methoxy
3-methoxy propyl methyl methoxy
4-methylthio propyl methyl methoxy
2-cthoxy ethyl methyl methoxy
3-methyl-4-bromo ethyl methyl methoxy
3-trifluoromethyl ethyl methyl methoxy
4-acetyl ¢thyl methyl methoxy
3-acetyl ethyl methyl methoxy
4-butynyl ethyl methyl methoxy
4carbom¢thuxyammu ethyl methyl methoxy
4-cyano ethyl methyl methoxy
3-cyano ethyl methyl methoxy
EXAMPLE 9 -continued
NHCOR*
S NH—COC,H, 25
H""C"'"NHCOR'
,,..N""COOCH;‘
NH—C\ NHCOOR’
NH=—COOCH,
R? R* R® R*
: : : 30
Using the method described in Example 3, 14.3 g H " CH, OCH,
(0.05 mol) of 2-amino-4-phenylthio-butyranilide and —@
)y s ‘ .
10.3 g (0.05 mol of N,N’-bis-methoxycarbonyl-isothi- o CH,OCH, CH, OCH.
ourea-S-methyl-ether give 14.5 g of N-(2-butyramido- H CH,OC.H; CH, OCH,
5-phenylthio-phenyl)-N’,N‘’-bis-methoxycarbonyl- 35 ;-gga gngr gﬁa %ga
guanidine of melting point 164°-166° C. 2-CH. C.H, CH, OCH,
4'Cl C:Hg CH:! OCHE
EXAMPLE 10 3-Cl C.H, CH, OCH,
' . ] _ 2-Cl CaH; CH, OCH,
In a fashion analogous to that described in Example 9 4-NHCOCH; C,H, CH; OCH,
using the appropriate N,N’-disubstituted isothiourea-S- ,, ;‘E"CI S’E’ gﬂ" %g:
. » - - - 3817 3
methyl ethers and 2-amino-4-phenyl-thioanilides, the 4-C H, C,H, CH, OCH,
1 r ' btained: 4'C:H5 C!IHT CH; OCHH
following compounds are o  siCH),  CH CH OCH
2,4-(CH3), CqH, CH, OCH,
3-OC,H, CiH,; CH, OCH,
4-QCH, C,H;, CH, OCH,
45 3-OCH, CH; CH, OCH,
4.SCH, C,H, CH; OCH,
NHCOR*? 2-OC;H, C,H, CH, OCH,
3-CH,, C,H; CH, OCH,
4-Br
H_C‘-NHCOR' 3-CF, C,H, CH, OCH,
4-F C,;H, CH, OCH,
NHCOOR’ 50 4-CH,CO C,H, CH, OCH,
3-CH,CO C.H,; CH, OCH,
R? R¢ R*® R® 4-C3H,CO C;H; CH, OCH,
4-NHCOOCH; C,H, CH, OCH,
H CH, CH, OCH; 4-CN C;H, CH, OCH,
H CH, CH, C,H; 3-CN C.H, CH, OCH,
H CH; CH; OCIHE o
H ClHE CH; OCH;] 55
H CyH, CH, ggli{
H CIHE CH; 2885
H C.H. CH, OC.H. EXAMPLE 11
H C,H, CH, C;H; .
H C.H, CH, OCH,
H C,H,yiso CH, OCH,
H OCIHH CH: OCH:] SO
H CEHII CH: OCHa
H C'HIH CH; OCHH
H C,H, CH, OCH,—CH=—CH,
H C,H, CH, OCH,~C ==CH NH~—COC,H,
H C,H; CH, OCH—C(CH;)=~CH,
H C,H, CH,—CH OCH,—CH=CH, 65 N—COOCH
—.CH, NH—cZ 3
H CH, OCH, ~

NH=—COOCH,
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Using the method described in Example 3, 14.2 g |
(0.05 mol) of 2-amino-5-phenylsulphiﬁﬁ-propionani- EXAMPLE 13
ide and 10.3 g (0.05 mol) of N,N’-bis-methoxycarbo-
nyl-isothiourea-S-methyl-ether give 12.7 g of N-(2-pro-
pionamido-4-phenylsulphinyl-phenyl)-N’,N"’-bis- 5
methoxycarbonyl-guanidine of melting  point
193°-195° C.

Utilizing 2-amino-5-phenylsulphinylbutyranilide and
2-amino-5-phenylsulphinyl-methoxyacetanilide, there
are obtained N-(2-butyramido-4-phenylsulphinyl- 10
phenyl)-N’ )N'’-bis-methoxycarbonyl-guanidine, m.p.
186° C, and N-(2-methoxyacetamido-4-phenylsulfinyl-
phenyl)-»N' JN'’-bis-methoxycarbonyl-guanidine, m.p.
135°-136° C, respectively.

EXAMPLE 12

In a fashion analogous to Example 11 the corre-
sponding N,N’-disubstituted isothiourea-S-methyl-
ethers and 2-amino-5-phenylsulphinylanilides are re-
acted to yield the following compounds:

SO NH—COC,H;

_N—COOCH,
NH—CZ_
.
NH—COOCH,

Using the method described in Example 3, 14.2 ¢
(0.05 of 2-amino-4-phenylsulphinyl-propionanilide and
10.3 g (0.05 mol) of N,N’-bis-methoxycarbonyl-isothi-
ourea-S-methyl-ether give 12.7 g of N-(2-pro-

15 pionamido-5-phenylsulphinyl-phenyl)-N’,N"’-bis-
methoxycarbonyl-guanidine.

EXAMPLE 14

In a fashion analogous to Example 13 to correspond-

20 ing N,N’-disubstituted isothiourea-S-methyl-ethers and

2-ammo-4-phenylsuIphmyl -anilides are reacted to yield
the following compounds:

- N"COOR" - .-
H—C—NHCOR" 25 | -
- SO ~NHCOR*

NHCOR‘
R! Rz
H CH, CH; OCH, 30 NH=C—=NHCOR®
H CH, CH, C,H; | 5
H CH, CH, OC,H, N=—COOR
H C,Hy CH, C’c}:hil —
H C,H, CH, OC;H; | —
H C.H, CHj OC,H; R R* R* R®
H CsH, CH, C,H,
H C.H, CH, OCH, 35 o Che < oc s
H C4H'i5ﬂ CH; OCHa © #'H CHn CHH OE ?_{
H OCH, CH, OCH, | 3 3 OCH..
H OC,H, CH, OCH, H Cartr iy i
H C.H,, CH, OCH, . CH =y OC. 1
H CeH s CH, OCH, + CH. CH. OCH.
H C,Hs, CH, OCH,—-CH==CH, i Ol CH CH. "
H C.H, CH, OCH,—C(CH:,)—CH, it cH OCH.
H C;H, CH—CH= OCH,~CH=CH, . ¢ TolsO h OCH.
—CH, i oCH CH, OCHj
25215 | 3
H CH, OCH, H C.H,, CH, OCHj,
—O H CH,s CH, OCH,
H C,H, CH, OCH,—CH=CH,
H CH, OCHs 45 H C.H; CHj OCH,~-C=CH
—@ H C.H; CH, OCH,—C(CH;)=
H 'CH,0C(H, CH, OCH, H C,H, CH,—CH= OCH,~CH=CH,
4-CH, C.H, CH, OCH, =CH,
3-CH, C,H, CH, OCH, H CH, OCH,
2-CH, C,H, CHi, OCH, _O
4-Cl C,H, CH, OCH, 50
3.Cl C:HE CH;; OCHa H CH:; OCH-&
2"'Cl C:Hﬁ CHa ) OCHa
4-NHCOCH; C:Ha CH:] gggﬂ
4-Br CsH, CH, R
3,4-Cl, CsH, - CH, OCH, + SEI!O‘CHa . ggg“
4-Ch, CH, CH, OCH, +-CH Capiy OCeHs ey OCH;
4-C,H, C,H, CH, OCH, 55 ACH. CH. CH. OCH.
3,5-(CHy)s C,H, CH, OCH, > OH H CH. OCH.
2,4-(CHj)4 C,H, CH, - OCHj,4 i b CH. OCH.
3"00:”5 CaH'; CHE OCH3 B-Cl clHE (.-:“_1a OCHE
4-OCH, CsH, CH, OCH, 5Ol C"H“ CH’* OCH"’
S‘OCHa CHHT CH; OCHE ) z 9 3 OCH:I
2.0C,H C.H; CH, OCHi - 4-NHCOCH,  Taits <ty OCH
3-CH,, C.Hy CH, OCH, 60 4Br o e OCH.
4_Br 3 4- Cl: C;I,Hq C o | a
3-CF C,;H CH OCH, 4-C,Hs CsHs CH; OCHj,
4-F C.H, CH, OCH, 4CH, ~  GH, ~ CHa ~ OCH.
4-CH,CO C.H, 'CH, OCH;,
3"CH3CO C:Ha CH, OCHE R? R4 R® R¢
4"'C;|H1C0 C:Hﬁ CH:g OCHB e — = e e e —— S S S
4-NHCOOCH; C,H, CH, - OCH, 65 3.5-(CH,). C.H, CH, OCH;,
4.-CN C,Hg CH, OCHa, | 2.4-(CHj), C;H, CH, OCH;
3-CN C.H, CH, | OCHj, e | 3-OC,H, C;H; CH, OCH;
. S - 4'OCH3 C:;H'; CHa OCH:;
B | | - 3-OCHj4 CsH; CH, OCHj,
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-continued -continued
| HHCOOR5
SO NHCOR! 5 SO, NH=C—NHCORS®
R? | R2
NH=-C=—NHCOR®* NHCOR!
Il R? R RS R®
N—COOR?* —
10 5 CiHiso . oCH;
150
4-SCH, CaHi CH, OCH, H OCH,  CH, OCH;
' H H CH CH
3-CH., CH, CH, OCH, H CHy' ol OCH.
4-Br
3-CF; C.H; CH, OCH, g g"g" gﬂ" ggg“
4-F C,H, CH;, OCH, H CEHH CH:l OCHE—CH=CH
4-CH,CO C:H; CH, OCH, 15 & iy CH. OCH —C=cH
3-CH,CO C.H, CH, OCH, . 27s 3 H—CiCH A=
4-C,H,CO C:H, CH, OCH, CaHs CH, ey, C(CHI=
4-NHCOOCH,; CH CH. OCH — P
4.CN ' C.H. CH, OCH, H C,H; CH,—~CH= OCH,~CH=CH,
3-CN C,H, CH, OCH, ~CH,
H CH, OCH,
g O
EXAMPLE 15 H _@ CH, OCH,
H CH,OC¢Hy; CH, OCH,
4-CH, C,H, CH, OCH,
SO 25 3-CH, C,H, CH, OCH,
2 2-CH; C.H, CH, OCH,
A -
_ - 2548 3 3
NH=COC,H, iNHCOCH, CH. i oCH,
- 3 2413 3 3
4-Br C;HT CHa OCHB
__N—COOCH, 30 3,4-ci, C.H, CH, OCH,
NH-—C: 4'C4Hg C;;H-,r CH; OCH;I
- 4-.C,H, C,H, CH. OCH
NH=COOCH, 35-(CHy);  CyH, CH, OCH,
_ _ _ 2,4-(CH,), C,H, CH, OCH,
Using the method described in Example 3, 14.4 g 3-OC,H; +H, CH, OCH,
(0.05 mol) of 2-amino-5-phenylsulphonyl-propionani- s i Catlr She i
lide of melting point 137° C and 10.3 g (0.05mol) of 2-0C,H. C.H. CH, OCH,
N,N'-bls-methoxycarbonyl-lsothmurea-S-methyI -¢ther 3-CH,, C:H, CH, OCH,
give 12.7 g of N-( 2-propionamido-4-phenylsulphonyl)- ‘;'g;. C.H CH OCH
. . g . - 3 2185 :
N’,N""-bis-methoxycarbonyl-guanidine  of melting 4-F C,Hy CH, OCH,
point 197° C. 40 ;-ggagg g:::lla g_lla SSE”
L . .1 -CH, H, X
Substituting 2-am|no-5-phenylsulphonylbutyraql!lde 4-C,H,CO CH, CH. OCH.
and 2-ammo-S-phenylsulphonylmethoxyacetamllde, 4-NHCOOCH, C,H, CH, OCH;,
there are obtained N-(2-butyrylamido-4-phenylsulpho-  4-CN C,H, CH, OCH,
' nrre L - 3.CN C,H, CH, OCH,
nyl-phenyl)-N’,N"’-bis-methoxycarbonyl-guanidine,
m.p. 180° C, and N-(2-methoxyacetamido-4-phenylsul- 45
’ NTrr 1 o
phonylphenyl)-N’ N -bis-methoxycarbonyl-guanidine, E
m.p. 180° C, and N-(2-methoxyacetamido-4-phenylsul- XAMPLE 17
phonylphenyl)-N’,N"-bis-methoxycarbonyl-guanidine,
m.p. 142°C.
EXAMPLE 16 50 SO, NHCO—C,H,
In a fashion analogous to Example 15 the corre- |
sponding  N,N'-disubstituted isothiourea-S-methyl- NP COOCH,

ethers and 2-amino—5-phenylsulphonylanilides are re- | ~

. : NH—COOCH
acted to yield the following compounds: 55 3

14.4g (0.05mol) of 2-amino-4-phenylsulphonyl-
butyranilide (melting point 143°-145°) in 100 ml of
methanol are heated with 10.3 g (0.05mol) of N,N’-bis-
methoxycarbonyl-isothiourea-S-methyl-ether, with ad-

60 dition of 1 g of p-toluene-sulphonic acid, for 3hours.

R® _ After working up analogously to Example 3, 15.8 g of
NHCOR* |

ll\iHCOOR"‘
S0, NH—C-=—NHCORS¢*

. ‘ 5 ' N-(2-butyramido-5-phenylsulphonyl-phenyl)-N',N”-
R R R bis-methoxycarbonyl-guanidine of melting point 173°
H CH, CH, OCH, C are obtained.

H CH, CH, C.H; 65

H CH, CH; OC,H,

H C,H, CH, C,H, EXAMPLE 18

E gjg: gg: 88:3: In a fashion ana_logou_s to Exz—.}mpl? 17, the corre-
H C,H, CH, C,H, sponding N,N’-disubstituted 1sothiourea-S-methyl-
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7
ethers and 2-amino-5-phenylsulphonylanilides are re-
acted to yield the following compounds: |

| NH(l.'i"‘NHCOR'
NCOOR?

R? R RS R¢
H CH, . CH, " OCH,
H CH, CH, C,H,
H CH; CH: . OC:H;
H C,H, CH, OCH,
H C!HE CHa - C:H;
H C,H, CH; = OC,H,
H C.H, CH, OC,H,
H C.H, CH. C,H,4
H CH, CH, OCH,
H C H,iso CH, OCH,
H OCH, CH, OCH,
H OC,H, CH, OCH,
H C.H,, CH, OCH,
H CeHpa CH, OCH,
H C,H: " CH, OCH,—CH=CH,
H C.H, CH, OCH;—C=CH
H C,H, CH, OCH,—C(CH,)=

=CH,
H C,H, CH,—~CH= OCH,—~CH=CH,

. | =CH,
H : : CH,  OCH,
H : CH, ' OCH,
H CH,OCH, CH, OCH,
H =—CH,OC,H; CH, OCH,
4-CH, C,yH, CH, OCH,
3-CH, CsyH; CH, OCH,
2-CH, CyH.; CH, OCH,
4-Ci CsHs CH, OCH,
3-Cl CsH, CH, OCH,
2-Cl C,H, CH, OCH,
4-NHCOCH, C;sH, CH, OCH;
4.Br CsH, CH, OCH,
3,4-Cl, CyH, CH, OCH,
4-CH, C,H, CH, OCH,
4'C:H; CaH-; CH; OCHE
3,5-(CHy),s C,H, CH,  OCH,
2,4'((:"3): CaHf _ CH: : OCH;
3-0OC,H, CiH, CH, OCH;
4-OCH, CsH, CH, OCH,
3.OCHj C.H; CH, OCH,
4-SCH= C;HT CH; OCH;: |
2'0C1H5 ! C:H; CH; OCHn |
3‘CH:,4'BT ‘ C:Hn | CH; OCH;;
3"'CF; ClHﬁ CH; OCHH
4-F CsH, CH, OCH,
4-CH,CO C,H; CH, OCH,
S'CH;CO | C.H, CH, OCHa
4-C3;H,CO C,H; CH, OCH,
4-NHCOOCH, C,H; OCH, OCH,
4-CN C;H; OCH, OCH,
3-CN C.H; OCH, OCH,
EXAMPLE 19
-SO
NH—CO—C.H,
'ﬁﬂP-COOCH;
NH=—cZ
~ NH=—COOCH;

NHCOR*

2.3 ml of H,0,(30%) are added dropwise to a solu-
tion of 8.9 g of N-(2-butyramido-4-phenylthiophenyl)-
N’,N"’-bis-methoxycarbonyl-guanidine (m.P. 155° C,

58

' Example 4) in 1.4 1 of acetic acid anhydride. After 10
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~ phenyl)-N’,N’’-bis-methoxy

40
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hours the batch is concentrated in vacuo, a mixture of
ethyl acetate and petroleum ether added to the residue
and filtered. | |

- 8.5 g of N-(2-butyramido-4-phenylsulphinylphenyl)-
N,N’-bis-methoxycarbonyl-guanidine are obtained
with a m.p. of 186° C (decomp.), (redissolved from
methanol/ethy] acetate). The mass spectrum shows a
mol peak of 460.

Using the same method, 30 g of N-(2-methox-
yacetamido-4-phenylsulphinylphenyl)-N’,N’’-bis-
methoxy- carbonyl-guanidine with a m.p. of 134° C are
obtained from 31.2 g of N-(2-methoxy acetamido-4-
phyenylthiophenyl)-N’ ,N’’-bis-methoxycarbonyl-
guanidine and 8.5ml of H,0,(30%).

EXAMPLE 20
-S0,
NH=COC,H,
_N—COOCH;
NH=—CZ
NH—COOCH,

According to the method described in Example 19,
127 g of N-(2-butyramido-4-phenyl-sulphonyl-
carbonyl-guanidine of
m.p. 180° C are obtained from 13.3 g of N-(2-
butyramido-4-phenylthio-phenyl)-N' ,N’’bis-methoxy
carbonyl-guanidine and 20 ml of H,O, (30%). The
mass spectrum shows a mol peak of 476. In an analo-
gous manner, 8.0 g of N-(2-methoxy acetamido-4-phe-
nyl sulphonyl-phenyl)-N’,N’’-bis-methoxy carbonyl-
guanidine with a m.p. of 142° C are obtained from 8.9
g of N-(2-methoxy-acetamido-4-phenylthio-phenyl)-
N’,N"’-bis-methoxy carbonyl-guanidine and 14 g of
H,O, (30%). -

What is claimed is:

1. A member selected from the group consisting of an
N-(4-substituted-2-amidophenyl)guanidine compound

of the formula:
R*® O
|
HCORE
X NHCNHCRS®
It
O
R? NHCR*
| I
O

and an N-(S-substituted-2-amidophenyl)guanidine of
the formula:
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R:l
O
|
X NHCR* 5
R? NHﬁNHCR‘
NCOR5 10
0

wherein

X 1s sulfinyl or sulfonyl; .

R*is alkyl of 1 to 6 carbon atoms, cycloalkyl of 3 to
10 carbon atoms, alkoxy of 1 to 6 carbon atoms,
phenyl, phenylalkyl of 7 to 12 carbon atoms, alk-
oxyalkyl of 2 to 12 carbon atoms, phenoxyalkyl of
7 to 12 carbon atoms, amino, alkylamino of 1 to 6
carbon atoms or dialkylamino wherein each alkyl
group contains 1 to 6 carbon atoms;

R3 is alkyl of 1 to 6 carbon atoms, alkenyl of 2 to 6
carbon atoms or alkynyl of 2 to 6 carbon atoms;
and

R®is hydrogen, alkyl of 1 to 6 carbon atoms, cycloal-
kyl of 3 to 10 carbon atoms, alkenyl of 2 to 6 car-
bon atoms, alkynyl of 2 to 6 carbon atoms, alkoxy
of 1 to 6 carbon atoms, alkenyloxy of 2 to 6 carbon
atoms, alkynyloxy of 2 to 6 carbon atoms, phenyl,
phenylalkyl of 7 to 12 carbon atoms, phenoxyalkyl
of 7 to 12 carbon atoms, alkoxyalkyl of 2 to 12
carbon atoms or alkoxyalkoxy of 2 to 12 carbon
atoms;

each of R? and R?® independent of the other is hydro-
gen, halogeno, alkyl of 1 to 6 carbon atoms, alkoxy
of 1 to 6 carbon atoms, alkylthio 1 to 6 carbon
atoms, trifluoromethyl, alkanoyl of 1 to 6 carbon

atoms, amino, alkanoylamino of 1 to 6 carbon
atoms, or carbalkoxy of 2 to 7 carbon atoms.

2. A compound according to claim 1 in which

X 1s sulfinyl;

R* is alkyl of 1 to 6 carbon atoms, cycloalkyl of 3 to

7 carbon atoms, alkoxy of 1 to 4 carbon atoms,
alkenyl of 2 to 4 carbon atoms, alkynyl of 2 to 4
carbon atoms, alkoxyalkyl of 2 to 8 carbon atoms,
phenyl benzyl or phenethyl;

R3 is alkyl of 1 to 4 carbon atoms, alkenyl of 2 to 4

carbon atoms, or alkynyl of 2 to 4 carbon atoms;
RS is hydrogen, alkyl of 1 to 4 carbon atoms, cycloal-
kyl of 3 to 7 carbon atoms, alkoxy of 1 to 4 carbon
atoms, alkenyl of 2 to 4 carbon atoms, alkynyl of 2
to 4 carbon atoms, alkenyloxy of 2 to 4 carbon
atoms, alkynyloxy of 2 to 4 carbon atoms, alkoxyal-
ky! of 2 to 8 carbon atoms, alkoxy-alkoxy of 2 to 8
carbon atoms, phenyl, benzyl or phenethyl; and

each of R? and R3 independent of the other is hydro-
gen, fluoro, chloro, bromo, alkyl of 1 to 4 carbon
atoms, alkoxy of 1 to 4 carbon atoms, alkylthio of
1 to 4 carbon atoms, trifluoromethyl, alkanoyl of 2 60
to 4 carbon atoms, amino, alkanoylamino of 2 to 4
carbon atoms or carbalkoxy of 2 to 7 carbon
atoms.

3. A compound according to claim 2 which 1s an N-(4
-phenylsulfinyl-2-amidophenyl)guanidine as therein 65
defined. |
4. A compound according to claim 3 wherein R* is
alkyl of 1 to 6 carbon atoms or alkoxyalkyl of 2 to 8
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carbon R?® is alkyl of 1:to 4 carbon atoms, and R® is
alkoxy of 1 to 4 carbon atoms.

5. A compound according to claim 2 which is an
N-(5- phenylsulﬁnyl-2-amldOphenyl Jguanidine as
therein defined.

6. A compound according to claim 5 wherein R* is
alkyl of 1 to 6 carbon atoms or alkoxyalkyl of 2 to 8
carbn atoms, R? is alkyl of 1 to 4 carbon atoms, and R°®
1s alkoxy of 1 to 4 carbon atoms.

7. A compound according to claim 1 wherein

X 1s sulfonyl;

Rt is alkyl of 1 to 6 carbon atoms, cycloalkyl of 3 to

7 carbon atoms, alkoxy of 1 to 4 carbon atoms,
alkenyl of 2 to 4 carbon atoms, alkynyl of 2 to 4
carbon atoms, alkoxyalkyl of 2 to 8 carbon atoms,
phenyl, benxyl or phenylethyl,

R® is alkyl of 1 to 4 carbon atoms, alkenyl of 2 to 4

carbon atoms, or alkynyl of 2 to 4 carbon atoms;
R¢ is hydrogen, alkyl of 1 to 4 carbon atoms, cycloal-
kyl of 3 to 7 carbon atoms, alkoxy of 1 to 4 carbon
atoms, alkenyl of 2 to 4 carbon atoms, alkynyl of 2
to 4 carbon atoms, alkenyloxy of 2 to 4 carbon
atoms, alkynyloxy of 2 to 4 carbon atoms, alkoxyal-
kyl of 2 to 8 carbon atoms, alkoxy-alkoxy of 2 to 8
carbon atoms, phenyl, benzyl or phenethyl; and

each of R? and R® independent of the other is hydro-
gen, fluoro, chloro, bromo, alkyl of 1 to 4 carbon
atoms, alkoxy of 1 to 4 carbon atoms, alkylthio of
1 to 4 carbon atoms, trifluoromethyl, alkanoyl of 2
to 4 carbon atoms, amino, alkanoylamino of 2 to 4
carbon atoms or carbalkoxy of 2 to 7 carbon
atoms.

8. A compound according to claim 7 which is an
N-(4-phenylsulfonyl-2-amidophenyl)guanidine as
therein defined.

9. A compound according to claim 8 wherein R* is
alkyl of 1 to 6 carbon atoms or alkoxyalkyl of 2 to 8
carbon atoms, R® is alkyl of 1 to 4 carbonatoms, and
R;hu 6 is alkoxy of 1 to 4 carbon atoms.

10. A compound according to claim 7 which is an
N-(5-phenylsulfonyl-2-amidophenyl)guanidine as
therein defined.

11. A compound according to claim 10 wherein R* s
alkyl of 1 to 6 carbon atoms or alkoxyalkyl of 2 to 8
carbon atoms, R® is alkyl of 1 to 4 carbon atoms, and R®
1s alkoxy of 1 to 4 carbon atoms.

12. The compound according to claim 1 which has
the formula:

Q |

13. The compound according to claim 1 which has
the formula:

@_ |

14. The compound accordmg to claim 1 which has
the formula: |

_N=—CO=0CH,
~NH=~CZ_
NH=-CO-QCH,

NH—CO=—C,H,.

_N—CO—OCH;
NH—CZ
“NH=—CO—OCH,

H"‘CO""CH,""OCH;




O

i ,}N"“CO‘“OCH,
S NH=CZ

g NH=—CO=—OCH,

NH=—CO—C,H,.

15. The compound according to claim 1 which has
the formula:

Q H—c-NH—co-—OCH..
N-co—ocu,,
NH=—CO=—CH,=OCH,.

16. The compound acCGrding to claim 1 which has
the formula:

Q NH —'C-—-N =—CO—0CH,
H"'CO"""OCH,
NH*~CO==CH,;CH,.

- 17. The compound according to claim 1 which has
the formula:

4,024,176

62

Q- NH—C—NH—CO—OCH,
N-co—-OCH,,
NH=—CO=—CH,=—CHj.

18. The compound according to claim 1 which has
1o the formula:

Q Q R

H—C—NH—"CO'-OCH;
N'—CO""OCHa

»0 19. The compound according to claim 1 which has
the formula:

#N =~COO CH,

NH—C
“NH—CO=QCH,
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UNITED STATES PATENT OFFICL

CERTIFICATE OF CORRECTION

4,024,176 Ceeq  May 17, 1977

Patent No.

Joventor(s)_ Kollingetal. ==~

It is certified that error appears in the above-identified patent
and that said Letters Patent are hereby corrected as shown below:

Column 59, lines 15 through 17 should read:

e 1s alkyl of 1 to 6 carbon atoms, cycloalkyl of

3 to 10 carbon atoms, alkoxy of 1 to 6 carbon

atoms, alkenyl of 2 to 4 carbon atoms, alkynyl
of 2 to 4 carbon atoms, phenyl, phenylalkyl of

7 to 12 carbon atoms, alk-

Signcd and Sealed this

Twenty-second Day Of May 1979

[SEAL]
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DONALD W. BANNER

RUTH C. MASON

Attesting Officer Commissioner of Patents and Trademarks
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